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(57) Abstract 

Disclosed are pharmacologically active 2-mercaptobennmidazole derivatives of general formula (I), wherein n = 0, 2 or 
3, R represents a hydrogen atom or aralkyls, Ri represents lower alkyls, alkenyls, dialkylamino, or a monocyclic saturated 
amine group which can contain an additional heteroatom, R 2 and R3 can be identical or different and represent hydrogen 
atoms, lower alkyls or alkoxy in various positions; and pharmacologically tolerated salts thereof. Pharmacological studies 
indicate that these compounds have marked anxiolytic, sedative, anti-ischaemic and anti-arrhythmic properties and have 
certain advantages over preparations which are currently widely used in clinics. They can be used to treat various neuro- 
psychological disorders or ischaemic heart conditions. 



(67) PecfccpaT 



npoH3BO,HHHe 2-MepKanTo6eH3HMHiia30Jia oSiuefi ftopMyjia: 

^ ^ -N 

S(CH2)nRi 




me n=0, 2.3; R - aTOM BOflopoaa. apajiKHJiH; Rl -HH3Wtfe ajiKH- 

JTH, aJIKeHHJIH. jmaJIKHJiaMHHO. OCTaTOK MOHOUHKJIHHeCKOrO HaCH- 

meHHoro aMHHa. KOTopbifl MoaceT coaepacaTb aonojiHHTejibHHa reTe- 
poaTOM; R 2 h R 3 - ojufflaKOBHe hjm pa3JiHHHBie h 03HanaK)T aTOMU 
Bojaopoaa, HH3iiiPie ajiKHJiH, ajncoKCH b pa3JiHHHHX nojioaeeHHHX, h 
hx $apMai^eBTHHecKH npneMJieMue cojih no jgaHHHM ffiapMaicojiora- 
necKoro H3yneHHfl npoaBJiHKJT BHpaaceHHoe aHKCHojnrnreecicoe, ce- 
jiaTHBHoe. npoTHBOHiueMHHecKoe h aHTOapHTMHHecKoe aeacTBHe h 
HMeioT onpeaeJieHHue npeHMymecTBa nepea unipoKo Hcnojib3yeMUMH 
b KJMHHKe npenapaTaMH. Ohh MoryT HaBra npHMeHeroie ajih jiene- 

HHfl 60JTbHHX C pa3JIHHHUMH HepBH 0 — IICHXHHe CKHMH paCTpOHCTBaMH 

h KiueMHHecKOH 6oJie3HbK) cepzwa. 
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IlpoH3Bo;iHHe 2~MepKanTo6eH3HMHj[ia30Jia, oGJiaflaDiipie 

OapMaKOJIOrHHeCKOM aKTHBHOCTbK). 
06jiaCTb TeXHHKH. 

5 

H3o6peTeHne othochtch k hobhm S- h N, S-3aMemeHHHM 
2-MepKanTo6eH3HMHfla30JiaM, KOTopae MoryT 6utb nojie3HHMH KaK 
$apMaueBTHHecKHe areHTH, a Taicsce k ftapMaueBTireecKPiM KOMno- 

3HI5MM, BKJUOHaiOlItHM 3TH COeflHHeHHfl. 3aHBJIfleMHe COeflHHGHKH 

10 HBJiflKTCH $apMaKOJioriwecKH aKTHBHHMH BemecTBaMH, • KOTopwe B 
3aBHCHM0CTH ot cTpyKTypbi npoflBJiHK)T ncHXOTpoiraoe h cepflen- 
Ho-cocyjmcToe aeacTBHe h MoryT HaKTH npHMeHeHHe b MezomHHe 

flJIfl JieHeHHH pa3JIHHHbIX HepBHO-nCHXHHeCKHX paccTpoficTB H HUie- 

MKHecKoS 6ojie3HH cepzma. 

15 

npejfflecTByroiuHg ypoBeHb TexHHKH. 

B JnrrepaType oiracaHo nojiyneroie Sojibiuoro HHCJia 3aMe- 
ujeHHHX 2-MepKairro6eH3HMHfla30JioB, o6jiaflaH)mHX pa3HOo6pa3Hoii 

20 6HOJIOrHHeCKOa aKTHBHO CTb?) . IlepBHe CBefleHHH 06 aKTHBHOCTH 

coejoffleHHH aToro pnfla othochtch k 1958 roay, Koraa Knobloch 
W. et al. [Arch.Pharmaz. , 1958, 291, 113-118] h Nakajlma S. 
et al. [Yakugaku Zasshl. 1958. 78, 1378-1388] oiracajm ckh- 
Te3 pa3JMHHHX 2-ajiKHJi-, ajncemui-, apajiKHJi-, flHajiKHJiaMHF^aji- 

25 KHJITH06eH3HMHfla30JIOB, KOTOpHG IipOflBHJIH aHTHrpH6KOByiO ahTHB- 

HocTb. B nocjieflyroumx MHoroHHCJieHHHX paSoTax KaK arax. TaK h 
apyrax aBTopoB [Nakajima S. et al., Jap. Pat. 10978 ('61) 
(1961); Hideg K. et al. , Brit. Pat. 1234058, (1971); Xin Tao 
et al., Zhongguo Ylyao Gongye Zazhi, 1990, 21 (8), 347-350; 
30 Johnson C.A. et al. , Med. Chem. Rec. , 1992, 2(4), 247-255; 
Onkol T. et al., J.Fac.Pharm.Gazz.Unlv. , 1992, 9(1), 47-57; 

H flpj 6um OnHCaHH 2-MepKanT06eH3HMHfla30JM C pa3JMHHbIMH 

3aMecTHTeji5!MH no aTOMy cepn, a30Ta h b 6eH30JibH0M KOJibiie, 
KOTopue o6jiaaajiK 6aKTepzo CTarane ckoS , hhc eKTHmum 00 , aHTH- 

35 reJIbMHHTHOH aKTKBHO CTbK) . 

B naTeHTe Fr.M 6283 (1968) cooSmaeTca o npoTHBOBOcna- 
JMTejibHo8, acaponoHH^caiomea h aHTHnenp e c chbhoh aKTHBHOCTH 
pasjiHHHHX S-3aMemeHHHX 2— MepKanTo6eH3HMHfla30JiOB. flaHHHe o 
npoTHBOBocnajiHTejibHoft h aHajibreraHecKOH aKTHBHOCTH npoH3- 
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BOflHBK 2-MepKanTo6eH3HMHfla30JioB npHBojwrcH b pa6oTax Sekl 
T. et al. [Yakugaku Zasshi. 1962. 82. 1620-1624], Hasegawa 
H. et al. [Jap. Pat. 7441198 (1974)]. Aka T. et al. 
[Jap. Pat. 9888 (*64) (1964)]. Lafon V. et al. [Ger. Of f en 
5 2246429 (1978)]. Rao V. Madhusudan et al. [Indian Drugs. 
1987. 24(12). 545-548], Lazer E.S. et al. [J.Med. Chem. . 
1987. 30, 726-729]. 

B pafioTax Giani R. et al. [Eur. Pat. Appl. EP 334818 
(1989)] h Dini S. et al. [Agents Actions. 1990, 30, 

10 174-177] OIDtCaH CHHTe3 2-,miaJlKHJiaMHH0aJIKHJlTH06eH3HMH ( Zia30J10B 

c 3aMecTHTejraMH no aTOMy a30Ta c aHTHmcTaMHHOBOH h aHraaji- 

JieprHHeCKOH aKTHBHO CTbK) . 

3anaTeHTOBaH dojibuioii pafl pa3JiHHHHX S-3aMemeHHHx 
2-MepKanTo6eH3HMHfla30JioB, oSjiaaarautHX npoTHBOH3BeHHHM fleiic- 

15 TBHeM [Machinami T. et al., Eur. Pat. Appl. EP 452076 (1991); 
Lang H.J. et al. , Eur.Pat. Appl. EP 213474 (1987); Adelstein 
G.W. et al., Eur.Pat. Appl. EP 204215 (1986); OkitsuM.. 
Jpn. Kokai Tokkyo Koho JP 62230773 (1987); Hirai K. et al. . 
Jpn. Kokai Tokkyo Koho JP 62331158 (1987); Okabe S. et al. . 

20 Jpn. Kokai Tokkyo Koho JP 03227927 (1991); Riedel R. et 
al.. PCT Int. Appl. WO 87/01114 (1986); Klemm K. et al. , PCT 
Int. Appl. WO 9204898 (1992) h «p. ] . HeKOTopHe H3 hhx - 
0Menpa30Ji, jiaHconpa30Ji umpoKO npuMeHHioTCH b MeflHUHHCKOi) 
npaKTHKe. 

25 B naTeHTax Hauel N. et al. [Eur.Pat. Appl. EP 502314 

(1992)] h Smithkline Beckman Corp. [Jpn. Kokai Tokkyo Koho 
JP 61161267 (1986)] cooSmaeTCH o CHHTe3e N-3aMemeHHHX 2-an- 
KHJITH06eH3HMH,Iia30JI0B. flBJIHMtHXCfl aHaTaroHHCTaMH aHraoTeH3H- 
Ha II h HHradHTopaMH flonaMHH- p -raflpoKCHJia3bi. 

30 HMeeTca HecKOJibKO pa6oT. b kotophx oroicaH cnHTe3 pa3- 

JIHHHHX np0H3B0flHHX 2-MepKanT06eH3HMHfla30J10B C KapaHOTOHH- 

necKHM. cocyflopacunqjJHoupiM, aHTnranepTeH3iiBHHM, aimiaTep o ck— 
JiepoTHHecKHM h aHTHarperauiioHHHM aeiicTBHeM [Osawa H. et 
al.,Yakugaku Zasshi. 1968. 88 (6). 747-754; BpyicniTyc A.B. h 
35 flp. . Xhm. -$apM. KypH. » 1992. Nll-12, 50-53; 1994, N6. 24-26; 
Bru-Magniez N. et al. . Eur.Pat. Appl. EP 385850 (1990); 
Harsanyi K. et al. , UK Pat. Appl. GB 2173191A (1986)]. CpeflH 

CHHTe3HpOBaHHHX 2~flHaJIKIIJiaMHHOaJIKHJlTH06eH3IIMHfla30J10B BLWB- 

jieHH coe^HHeHHfl, oSjiaflamupie npoTHBomiieMHHecKHM, aHraapHTMH- 



I II 
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necKHM h aHTHTHnoKCHHecKHM fleHCTBHeM. Ha OflHO H3 HanSojiee 
aKTHBHbK H3 hhx nojiyneH naTeHT P$ 2027709 (1991). 

nCHXOTponHOH, B TOM -HHCJie TpaHKBHJM3Hpyi0llieii H He8p0- 

jienTHHecKOH aKTHBHO cTbio o6jiajiaK)T 3aMemeHHHe 2-MepKairro6eH- 
5 3HMHjia30JiH, KMeBoutwe b 1-om nojiojiceHHH ocTaTOK SyrapocDeHOHa 
[Sato Makoto et al. , Japan Kokal 7584578 (1975); 76136674 
(1976); 76146473 (1976)]. 

npenapaT 6eMHTHJi - 2-3THJirao6eH3HMHfla30Jia raapo6po- 

MHfl, BHeflpeHHHH B MeflHIIHHCKyiO IipaKTHKy B KaHeCTB8 nCHXOCTH- 

10 MyjiflTopa h aHTHranoKcaHTa, no aaHHiiM EoSKOBa D.r. h jap. 
[Abt.cb. CCCP 1251374 (1986)], He3HaM0Ba r.T. H ap. [$H3H0- 
jior. aKT. BemecTBa, 1993, 25, 40-49] Hameji npHMeHemie juih Jie- 
neHHH acTemraecKHX h acTeHO-flenpeccHBHEK paccTpoKcTB pa3- 
jiHHHoro reHe3a. no aaHHHM J103HHCKoro M. 0. h ap. [Abt.cb. 

15 CCCP 1259652 (1986)] aHajior 6eMHTHJia - 5-3Tokch-2-3thjitho- 
6eH3HMHfla30Jia rajqpoxjiopiifl oSjiajiaeT CTpeccnpoTeKTHBHHM h aH- 

THrHnOKCHHeCKHM JieftCTBHeM. HMeDTCH JiaHHbie IIJIOTHHKOBa E.M. H 

. ap. [$H3Hoji. aKT. BemecTBa, 1993, 25, 30-34] h ParaHKOBa JI.H. 
H ap. [$H3Hoji. aKT. BemecTBa, 1993, 25, 27-29] o bo3MO«hocth 
20 npHMeHeHHH sthx coeflHHeHHH b JieneHHH octphx tiepedpoBacKy- 

JlflpHBDC paCCTpOHCTB H OCTpfeK peCIIHpaTOpHBIX BHpyCHHX HH$eK- 



25 PaCKDHTHe H306peTeHH5I. 

3aflBJlHeMH6 COeflHHeHHfl HBJIfliOTCfl Iip0H3B0flHHMK 2-MepKaiI- 

To6eH3HMHZia30Jia oSmeK $opMyjibi 



30 




S(CH2)nRi 



35 r^e n=0, 2, 3; R - aTOM Boaopoaa, apajncHjm; R 1 - HH3iune 

aJIKHJIbl, aJIKeHHJIH, MaJIKHJiaMHHO, OCTaTOK MOHOIJHKJIHHeCKOrO 

HacHmeHHoro aMHHa, kotophh MoaceT coaepxcaTb flonojmnTejifeHHft 
reTepoaTOM; R 2 h R 3 - oflHHaKOBHe hjih pa3JiHHHbie u 03HaHaK)T 
aTOMH Bojaopona, HH3irae ajiKHjra, ajncoKCHJiH b pa3JiHHHHX nojio- 
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rceHHHX. 3th coeflMHeHMfl o6jiaflaioT TpaHKBHJiH3Hpyiomeii aKTHB- 

HOCTbK) C CeJieKTKBHHM aKTHBHpyiOlllHM KOMnOHeHTOM, CeflaTHBHOH, 
IipOTHBOHffleMHHeCKOa H aHTHapKTMHHeCKOK aKTKBHOCTbH) h MoryT 

HaHTH npHMeHeHHe b MenHUHHe. 
5 3aaBJi5ieMHe coejWHeHHH h hx $apMaiieBTHHecKH npneMJiHMHe 

CO JIM CHHTe3KpOBaHbI IIO THnOBHM MBTOZtHKaM IiyTeM aJIKHJIHpOBaHHfl 
2-MepKanTO 6eH3HMHfla30JI0B C 0 OTB eTCTByiQiUHMH aJIKHJIHpyiOIUHMH 

areHTaMH b BoaocirapTOBOH cpeae b npHcyTCTBHH ocHOBaHHH 
(raapooKHCb HaTpHH) c nocjieayiomeH o6pa6oTKOH o6pa3yioii{MXCH 
10 Macjioo6pa3HHX hjm KpHCTajuiHHecKHX ocHOBaHHH b pacTBope a6- 
COJUOTHOro cimpTa hjih 3$Hpa CimpTOBblM HJIH 3$HpHHM pacTBopoM 
xjiopHCToro BOflopoaa: 




HCI 

!(CH2)nRi 



rae n, R, R 1 , R 2 . R 3 HMeioT BHiD6yKa3aHHHe 3HaneHHH; X 
25 - aTOM xjiopa hjih 6poMa; m=l,2,3. 

BapnaHTH ocvmecTBJieHHH H3o6peTeHHfl. 

KoHTpoJib 3a xoflOM peaKima h hhctotoh nojiyneHHHX npo- 
30 ayktob npoBoztHJicH c noMoiubK) tohkocjiohhoh xpoMaTorpa^HH Ha 
imacTHHKax Silufol UV 254 hjih DC-Alufolien Aluminiumoxid 60 
F 254 (Merk), npo^BJieHHe b napax Bona hjih y$-CBeTOM. TeMne- 
paTypa iuiaBJieHHfl coejpjiHeHHH onpeaeJiHJiacb b otkphthx Karaui- 
Jinpax h He KoppeKTHpoBajiacb. CneierpH I1MP perHCTpnpoBaJiH Ha 
35 cneKTpoMeTpe AC-250 Bruker b pacTBopax CDC1 3 h D 2 0, bhyt- 
peHHHfit cTaimapT Me 4 Si. 

H3o6peTeHH6 HJunocTpHpyeTCH cjieaymtHMH npHMepaMH. 

IlpHMep 1. 2-3THJITH0-5,6-flHMeTHJl6eH3HMH,Eia30Jl (I). K 

pacTBopy 0,89 r (0,005 mojih) 2-MepKanT0-5, 6-JiHMeTHJi6eH3HMH- 
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flS30J]a H 0,24 r (0.006 MOJIfl) rHflpOOKHCH HaTpHH B 1 MJ1 BOflH 

h 10 mji cnnpTa npH6aBJiHH)T 0.65 r (0.006 mojih) sTHJiGpoMHjia. 
PeaKUHOHHyio cMecb khiihtht 1.5 naca flo HCHe3H0BennH hcxoaho- 
ro raoHa (KOHTpoJib no TCX). OxjiaamaioT h pa3daBJiaioT boaoh. 

5 BbmeJIHBfflHaCfl OCaflOK OT$HJlbTpOBHBaK)T. IipOMMBaDT BOflOfl H Cy- 

fflaT Ha B03flyxe. nojiynaioT 0.91 r (88%) coeflHHeHHH I. T.nji. 
123-124° C (H3 BOflHoro cmipTa) . IlMP-cneKTp (CDCL 3 ). 5 , 
M.fl. : 1.37 (3H. T. CH 2 C%); 2,32 (6H. C. 2 CH 3 ); 3.27 (2H. 
kb. CH2CH3); 7.31 (2H. c. ArH) . HaaaeHO. %: C 63.9; H 6.8; 
10 N 13,4; S 15.5. C^H^NaS. BbiHHCJieHO. %; C 64.0; H 6. 8; N 
13.6; S 15.5. 

IlpHMep 2. 2-npOimJITH0-5. 6-JIHMeTHJl6eH3HMHfla30JI (II) 

cHHTe3HpoBaH aHajiomHHo npefluayiueMy H3 0. 89 r (0, 005 mojih) 
2-MepKanTo-5. 6-flHMeTHJi6eH3HMHj5a30Jia h 0, 8 r (0.006 mojih) 
15 nponHJiSpoMHfla b npHcyrcTBHH 0.24 r (0,006 mojih) rajipooKHCH 

HaTpHH C BBKOflOM 0.72 r (60%). T. OJ1. 122-123° C (H3 CMeCH 

STHJianeTaTa c reKcaHOM). HaiifleHO. %: C 64,7; H 7,2; N 12.6; 
S 14.4. C 12 H 16 N 2 S. BbMHCJieHO, %: C 64,2; H 7,2; N 12,5; S 
14.3. 

20 IlpHMep 3. 2-AJIJIHJ1TH0-5. 6-jlHMeTHJl6eH3IIMHBa30JI (III) 

cHHTe3HpoBaH aHajiorHHHO npejuBwymeMy H3 2, 67 r (0, 015 mojih) 
2-MepKanT0-5. 6-flHMeTHJi6eH3HMHfla30Jia h 2, 1 r (0. 017 mojih) 

aJIJIHJldpOMHfla B npHCyTCTBHH 0,7 r (0.017 MOJIH) THflpOOKHCH 
HaTpHH C BHXOflOM 2,5 T (76%). T. HJI. 1 19-120° C ( H3 CMeCH 

25 sTHJiaueTaTa c reKcaHOM). IMP-cneKTp (CDCl 3 ) t 5. M.fl.: 2.33 

(6H, C, 2CH 3 ); 3,89 (2H. fl. CH 2 S); 5.10 (H B .fl, CH C =CH A H B ): 

5.25 (H A . fl. CH C =CH A H B ); 5.97 (H c . M, CH C =CH A H B ); 7,30 (2H. 

ytu.c. ArH); 10.11 (1H. m.c. NH). HaiifleHo,%; N 12.7; S 14,7. 

C 12 H 14 N 2 S. BbiHHCJieHO. %: N 12.8; S 14.7. mnpoxJiopHfl ocHOBa- 
30 hhh III. bhxoji 93%. T. HJI. 204-205° C (c pa3Ji. ; H3 aocoJDOTHoro 

craipTa). HafifleHO.%: C 56.8; H 5.9; CI 14.0; N 10,9; S 12.6. 

C 12 H 14 N 2 S*HC1. BbRHCJieHO.%: C 56,6; H 5,9; CI 13,9; N 11.0; 

S 12.6. 

IlpHMep 4. 2-AJiJiHJiTHo-5-3TOKCH6eH3HMHfla30Ji (IV) h ero 
35 niflpoxjiopHfl. K pacTBopy 1.95 r (0,01 mojih) 2-Mepican- 

TO-5-3TOKCH6eH3HMHfla30Jia H 0,44 V (0,011 MOJIH) ITHflpOOKHCH 
HaTpHH B 2 MJI BOflH H 20 MJI CIIHpTa HpH6aBJIHK)T 1.32 T (0.011 

mojih) aJiJiHJi5poMHfla. PeaKUHOHHyio CMecb khhhtht 3 naca no 

OKOHHaHHH peaKHHH. OXJia»flaK>T H pa36aBJIHMT BOflOH. BblfleJIHBlIie- 
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eca MacJio 3 KCTpampyioT 3$HpoM. SKCTpaKT cyiuaT cyjib$aTOM 
Marrow, ocymHTejib OTijMJibTpoBbiBaioT, OHJibTpaT ynapHBaioT. Ilo- 
jiynaroT Macjioo6pa3Hoe coeOTHeroie IV, KOTopoe pacTBopaioT b 
aOcojnoTHOM 3$npe h o6pa6aTHBaioT sfcupHbiM pacTBopoM xjiophcto- 

5 ro BOflopo^a. BHnaBnraa ocaaoK oT$HJO>TpoBKBaK)T. npoMHBamT a6- 
cojibthhm 3$wpoM h cymaT Ha B03flyxe. IIojiy^aDT 2 r (74%) raa- 
poxnopima ocHOBaHHH IV. T.nji. 147-149° C (c pa3Ji. ; H3 a6co- 
jnoTHoro croipTa c sfcapoM). IlMP-cneKTp (D 2 0).S . m.r.: 1.54 
(3H. T. CHjjCI^); 4.05 (2H. R, CH 2 S): 4.18 (2H. KB, CHgCHg ) : 

10 5.34 (H B . R, CH C =CH A H B ); 5.42 (H A . R. CH C =CH A H B ); 6.11 (H c . 
M. CH C =CH A H B ); 7.07 (1H. ym. C. 4-H); 7.09 (1H. R R. 6-H); 
7.52 (1H. R. 7-H). HaiifleHO. %: C 53.4: H 5.6; CI 13.1; N 
10.3; S 11.9. C 12 H 14 N 2 0S*HC1. BHHHCJieHO. %: C 53,2; H 5.6; 
CI 13.1; N 10.3; S 11.8. 

15 IIpHMep 5. 2-[2-(flHMeTHJiaMHH0)3THJITH0]-5-MeT0KCH6eH- 

3HMHfla30Jl (V) H ero jmrimpOXJIOpHil CHHTe3HpOBaHbl aHajioraHHo 

npe^HflymeMy. H3 3, 6 r (0,02 mojia) 2-MepKairro-5-MeTOKCH6eH- 

3HMHfla30Jia H 3.17 T (0,022 MOJIfl) PH^OXJIOpHfla 2- (flHMeTHJia- 
MHH0)3THJDCII0pima B npHCyTCTBHH 1,8 F (0,044 MOJIfl) rHJtpOOKH- 

20 ch HaTpHH noJiy^aroT Macnoo6pa3Hoe ocHOBamiG V, KOTopoe npeB- 
pamaKT b flHrnflpoxjiopHfl c bhxoaom 4,5 r (69%). T.pa3Ji. 
252-254° C (H3 crrapTa c yrjieM) . IIMP-cneKTp (D 2 0). 5, M.fl. ; 
3,07 (6H. c. (CH 3 ) 2 N); 3.67 (2H. M. CH 2 S); 3.82 (2H. M, 
CH 2 N); 3.96 (3H. c. CH 3 0); 7.16 (1H. ym. c. 4-H). 7.17 (1H. 

25 R, J 6 . 7 9.5. 6-H); 7.57 (1H. R, J 7 . 6 9.5. 7-H). HaHfleHO, %: 
C 44.3; H 5.8: CI 21.7; N 12.5; S 9.7. C 12 H 17 N 3 0S*2HC1. Bbi- 
HHCJieHO. %: C 44.4; H 5,9; CI 21,9; N 13,0; S 9,9. 

npHMep 6. 2-[2-(JHH3THJiaMHH0)3THJlTH0]-5-MeT0KCH6eH3H- 

MHfla30Ji (VI) h ero jmraflpoxjiopHfl CHHTe3HpoBaHLi aHajioraHHO 
30 npeflbwymeMy. H3 3, 6 r (0, 02 Mens) 2-MepKairro-5-MeTOKCH6eH- 
3HMHfla30Jia h 4.4 r (0,022 mojia) raapoxjiopHfla 2-(ztH3THJiaMH- 

H0)3THJlXJI0pHfla B npHCyTCTBHH 1,8 T (0,044 MOJIfl) THflpOOKHCH 

HaTpHfl noJiynaioT MacJioo6pa3Hoe ocHOBaHHe VI, KOTopoe npeBpa- 
ma»T B OTrnflpoxjiopHfl c bhxoaom 4.4 r (62%). t. nji. 209-210° C 
35 (c pa3Ji. ; H3 cmipTa c yrjieM). IIMP-cneKTp (D 2 0). 5. m.r. : 
1.37 (6H. T. 2 CHgCHj); 3,40 (4H, KB. 2 CHgCHa); 3.63 (2H. 
M. CH 2 S); 3.79 (2H. M. CH 2 N); 3.93 (3H. C. CH 3 0); 7.12 (1H. 
ym. c. 4-H); 7.13 (1H. R R, J 4>6 1.5, J 6 . 7 9.5, 6-H); 7.56 
(1H. R. J 7 . 6 9.5. 7-H). HaitaeHO, %: C47.7; H6.4; CI 



WO 95/34304 PCI7RU95/00085 

- 7 - 

20,3; N 12,2; S 8,5. C t 4 H 2 , N 3 0S*2HC1. BblHHCJieHO. %: C 47,7; 
H 6.6; CI 20.1; N 11.9; S 9.1. 

IlpHMep 7. 2- [2- (IlHnepHflHHO) 3THJ1TH0] -5-MeTOKCH6eH3HMH- 

fla30Ji (VII) h ero jwrajipoxjiopHfl cHHTe3HpoBaHbi aHajiora^Ho 
5 npefltmymeMy. H3 2.7 r (0.015 mojih) 2— MepKairro — 5— MeT0Kcn6 eH— 
3HMHfla30Jia h 3,03 r (0.016 mojih) raflpoxjiop^Hfla 2-(romepHflH- 

H0)3THJlXJI0pHfla B npHCyTCTBHH 1.4 T (0.034 MOJIH) rHflpOOKHCH 

HaTpua nojiynaroT MacJioo6pa3Hoe ocHOBarois VII, Ko-ropoe npeB- 
pamaioT b .zmrH^poxjiopufl c bhxoaom 3.15 r (58%). t. an. 
10 210-212° C (c pa3Ji. ; H3 cMecw aScojnoTHoro crmpTa c 3$HpoM). 
HaiifleHO, %: C 49.6; H 6.2; CI 19.3; N 11.3; S 9,0. 
Ci s H 2 jNsOStZHCl. BbiHHCJieHO. %: C 49.5; H 6.4; CI 19.5; N 
11.5; S 8.8. 

IIpHMep 8. 2- [2- (flHMeTHJiaMHHO ) 3THJITH0] -5-3T0KCH6eH3H- 

15 MH^a30Ji (VIII) h ero .imrHflpoxJiopHfl cHHTe3HpoBaHbi aHaJiorarao 
npe,mtaymeMy. H3 1. 94 r (0. 01 mojih) 2-MepKairro-5-3TOKCH6eH- 
3HMHfla30Jia h 1,73 r (0,012 mojih) raapoxjiopHjia 2- (jmMerana- 

MHH0)3THJIXJI0pHfla B npHCyTCTBHH 0,9 T (0.022 MOJIH) rHflpOOKH - 

ch HaTpna nojiynaioT 1.9 r (72%) coeflHHeHHH VIII, T.nn. 
20 95-97° C ( H3 BOflHoro cmipTa) . IIMP-cneKTp (CDC1 3 ). 5, m. r. : 

1.40 (3H. T. CH3CH2O); 2.40 (6H. c. (CH 3 ) 2 )N; 2.84 (2H, T. 

CH 2 S); 3,17 (2H. T, CH 2 N); 4.05 (2H, KB. CH 3 C%0); 6.82 

(M.R R, J 4>6 2.38. J 6 . 7 8.76. 6H); 6.94 (1H. ym.C, 4-H); 

7,36 (1H» a. J7.6 8.76, 7-H) . flHrHflpoxJiopHja ocHOBaHHH VIII, 
25 Bfcixofl 77%. T.nJi. 223-227° C (c pa3Ji. ; H3 CMecH aScojnoTHoro 

cmipTa c STHJiaueTaTOM) . HaSfleHO. %: C 46,4; H 6.2; CI 20,7; 

N 12.2; S 9.6. C 13 H 19 N 3 0S*2HC1. BbiHHCJieHO, %: C 46.2; H 

6.3: CI 21.0; N 12.4; S 9,5. 

IIpHMep 9. 2-[2-(J5H3THJiaMHHO)3THJITHO]-5-3TOKCH6eH3HMH- 

30 fla30Ji (IX) h ero jmraflpoxJiopHfl cHHTe3HpoBaHH aHajioraHHo 
npeflbiflyiiteMy. H3 3,9 r (0.02 mojih) 2-MepKairro-5-3TOKCH6eH3H- 
MH^a30Jia h 4. 4 r (0,022 mojih) raapoxjiopHfla 2- (flHSTHJiaMH- 

H0)9THJKJI0pHfla B IipHCyTC TBHH 1,8 T (0,044 MOJIH) rHflpoOKHCH 

HaTpHH noJiynaioT Macjioo6pa3Hoe ocHOBaHHe IX, KOTopoe npeBpa- 
35 maiOT b flHnmpoxjiopufl c BBJXOflOM 4, 4 r (57%), t.iiji. 169-171° C 
(c pa3Ji. ; H3 CMecH cnnpTa c 3$HpoM). IMP-cneKTp 
(D 2 0),5.M.fl. :1.42 (6H. t, (CH3CH 2 ) 2 N); 1.53 (3H. T. 
C%CH 2 0); 3,44 (4H, KB, (CH 3 CH ? _) 2 N) ; 3,68 (2H. T. CH 2 S); 
3,82 (2H. T, CH 2 N); 4.19 (2H. KB. CEjCHgO); 7,19 (1H, yiU. C. 
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4-H); 7.21 (1H, Hepa3p.fl. 6-H); 7,59 (1H. fl. J 7 . 6 9 . 75 . 

7-H). HaaaeHo. 55: C 46.9; H 6.8; CI 18.6; N 10.6; S 8.0. 

C 15 H 2 3N 3 0S*2HC1*H20. BHHHCJieHO. 55: C 46.9; H 7.1; CI 18.5; 
N 10.9; S 8.3. 

5 IIpHMep 10. 2-[2-(IlMPP0JIHflHHO)3THJlTHO]-5-3TOKCH6eH3H- 

MHfla30Ji (X) h ero .zmnmpoxjiopHa cnHT83HpoBaHH aHajioraHHO 
npeflHflymeMy. H3 1.94 r (0.01 mojih) 2-MepKanTo-5-3TOKcii6eH- 
• 3HMHfla30Jia h 2,04 r (0.012 mojih) nmpoxjiopufla 2- (imppojnmH- 

H0)3THJDO10pHfla B npHCyTCTBHH 0,9 T (0.022 MOJIH) rHflpOOKHCH 

10 HaTpHH nojiynaBT Macjioo6pa3Hoe ocHOBamie X. KOTopoe npeBpa- 

UiaiOT B flHrHflPOXJIOpHfl C BHXOflOM 2.7 T (72 56) . T. IU1. 

127-130° C (c pa3Ji. ; H3 CMecH aOcojuoraoro cimpTa c sSmpoM) . 
HaHfleHO. 55: C 48.6; H 6.8; CI 19.0; N 10.9; S 8.7. 
C 15 H 21 N30S*2HC1*0.5H 2 0. BbRHCJieHO. 55: C 48.3; H 6.5; CI 
15 19.0; N 11.3; S 8.6. 

IIpHMep 11. 2-[2-(IlHnepHflIIHO)3THJITH03-5-3TOKCH6eH3HMH- 

jia30Ji (XI) h ero jmnmpoxJiopHfl CHHTe3HpoBaHH aHajioraHHO 
npejihmymeMy. Ete 1.94 r (0.01 mojih) 2-MepicanTo-5-3TOKCH6eH- 
3HMHfla30Jia h 2.21 r (0.012 mojih) nmpoxnopmia 2- (mnepimH- 
20 Ho)3THjrxjiopnfla b npHcyTCTBHH 0,9 r (0.022 mojih) runpooKHCH 
HaTpHfl nojiynaioT Macjioo6pa3Hoe ocHOBaHHe XI, KOTopoe npeBpa- 

maiOT B flHTHJipOXJlOpim C BtKOflOM 2,1 T (57%), T. HJI. 187-190° C 

(c pa3Ji. ; H3 cmsch adcojnoTHoro cirapTa c arajianeTaTOM) . Hafi- 
fleHO. 55: C 49.6; H 6.7; CI 18.5; N 10.8; S 6.0. 
25 C 16 H 2 3N 3 0S*2HC1*0.5H 2 0. BtWHCJieHO. 55: C49.6; H6,8; CI 
18,3; N 10,9; S 6,2. 

IIpHMep 12. 2-[2-(MopO)OJIKHO)3THJlTHO]-5-3TOKCH6eH3HMH- 

Zia30Ji (XII) h ero raapoxJiopHzi cHHTe3npoBaHH auajioriiHHo npe- 
AbmymeMy. H3 2, 9 r (0.015 mojih) 2-MepKairro-5-3TOKCH6eH3HMH- 
30 fla30Jia h 3.45 r (0,018 mojih) reiflpoxjiopima 2-(mop<£ojih- 

H0)3THJIXJI0pHfla B IipHCyTCTBHH 1, 35 T (0.033 MOJIH) THflpOOKHCH 

HaTpHH nojiynaioT MacJioo6pa3Hoe coezuraeHHe XII. Macjio pacTBo- 
pH»T b STHJianeTaTe, pacTBop sKCTparapyioT 1055 cojihhoh khcjio- 
toh. cjioh pa3flejiHKT. boahhh cjioh khiihtht c yrjieM, CflHJlbTpyiOT 
35 h noflmejia^HBaioT pacTBopoM eflKoro Kajm. BHfiejiHBiiieecH Macjio 
aKCTparapyioT sranaueTaTOM, 3KCTpaKT npoMMBaioT boaoh, cyuiaT 
cyjib$aTOM MarHHH, ocyiMTejib oTfHJibTpoBHBaioT, ^HJibTpaT yna- 
pHBaioT. nojiy^aroT 4 r (8755) Macjioo6pa3Horo coeflHHeHHH XII. 
IIMP-cneKTp (CDC1 3 ). 6. M.fl. : 1.48 (3H. T. CHgCJk); 2.59 
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(4H, M, CH 2 NCH 2 MOp$OJlHHa) ; 2.85 (2H. M, CH 2 S); 3.24 (2H. 

M. CH 2 N); 3.79 (4H. M. CH 2 0CH 2 Mop$ojiHHa) ; 4.02 (2H. KB. 

CH2_CH 3 ); 6.82 (1H, flA.J 4 .6 2.38. J 6 , 7 8.77. 6-H); 7.00 

(1H. ym.c.. 4-H); 7.41 (1H, fl.J 7>6 8.77. 7-H). Ha8fleHO.%: C 
5 58.6: H 6.8; N 13.9; S 10.1.. C 1S H 21 N 3 0 2 S. BHHHCJieHO. %: C 

58.6; H 6. 9; N 13.7; S 10,4. flHraflpoxJiopHfl ocHOBaHHfl XII. 

buxor 91%, T.nji. 191-192° C (c pa3Ji. ; H3 croipTa c yrjieM). 

IIMP-cneKTp (D 2 0). 5. M.fl. : 1.54 (3H. T.OCHgCJk); 3.58 (4H. 

Hepa3p.M, CH 2 NCH 2 Mopfcojnraa) ; 3.74 (2H. M. CH 2 S); 3,86 (2H. 
10 m. CH 2 N): 4.12 (4H. Hepa3p.M, CH 2 0CH 2 MopcEiojnraa) ; 4,25 (2H, 

KB. 0CI^CH 3 ); C 7.21 (1H. fl.J 6 . 7 8.76, 6-H); 7,22 (1H, c. 

4-H); 7.41 (1H. fl, J 7 . 6 7-H) . HaiifleHO. %: C 47.3; H 6.1; CI 

18.6; N 11,0; S 8.4. C 15 H 21 N 3 0 2 S*2HC1. BHHHCJieHO. %: C 

47.4; H 6.1; CI 18.6; N 11.0; S 8.4. 

15 IIpHMep 13. 2- [2- (ItappOJMflHHO) 3THJ1TH0] -5. 6-.2IHMeTHJl6eH- 

3HMima30Ji (XIII) h ero jmrimpoxjiopim cHHTe3npoBaHH aHajio- 
niHHo npeflbwymeMy. H3 2,67 r (0.015 uojir) 2-Mepican- 
TO-5, 6-flHMeTHJl6eH3HMHfla30Jia h 2,9 r (0,017 mojw) rHflpoxno- 
pH^a 2-(roippojiHimHo)3THJixjiopHfla b npucyTCTBHH 1.36 r (0.034 

20 MOJia) raapooKHCH HaTpna nojiynaiDT 4, 0 r (90%, cHHTan Ha mo- 
HonmpaT) coejumeHHH XIII, t.hji. 115-116° C (c pa3Ji. ; H3 
BOflHoro cmipTa). IIMP-cneKTp (CDCl 3 ) f 5, m.h. : 1.97 (4H. m. 
p-irappoJiHOTHa) ; 2.34 (6H. c. 2 CH 3 ); 2,72 (4H. m, ct-H imp- 
pojiumma); 3,02 (2H, M, CH 2 S); 3.19 (2H. M. CH 2 N); 7.18 

25 (2H. yui.c. ArH) . HaKfleHO. %; C 61, 4; H 7,8; N 14.5; S 10.9. 
C 15 H 21 N 3 S*H 2 0. BblHHCJieHO. %; C 61.4; H 7. 9; N 14.3; S 10,9. 
flHrHflpOXJIOpHfl OCHOBaHHJI XIII. BHXOfl KOJIHH. . T. pa3JI. 240° 

(H3 CMecH a6cojiK)THoro cimpTa c aranaijeTaTOM) . Ha0fleHo,%: C 
51.7; H 6.5; CI 20.4; N 12.1. C t 5 H 21 N 3 S*2HC1. BHHHCJieHO, %: 

30 C 51.7; H 6,7; CI 20.4; N 12.1. 

IIpHMep 14. 2- [2- (IlHnepiiflHHo ) sthjitho] -5, 6-flHMeraji6eH- 
3HMHfla30Ji (XIV) h ero j[HraflpoxJiopHfl cHHTe3HpoBaHH aHajioraH- 
ho npeiifcwymeMy. H3 2,67 r (0,015 mojih) 2-MepKairro-5, 6-^HMe- 
THJi6eH3HMHfla30Jia h 3.13 r (0,017 MOJiH) raflpoxnopHfla 2-(nH- 

35 nepHflHHO)3THJKJiopHfla b npucyTCTBHH 1,36 r ( 0.034 mojih) 
nmpooKHCH HaTpHA nojiynaioT 4,3 r (93%, c^mTaa Ha MOHoraa- 
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CH 3 ); 2,63 (4H, ym.M, cc-H roinepHfiHHa); 2.90 (2H, M, CH 2 S); 
3.10 (2H. M. CH 2 N); 7.26 (2H. yui. c. ArH). Haii/ieHO.%: C 
62.7; H 8.0; N 13,6; S 10.5. C 16 H 23 N 3 S*- H 2 0. BHHHCJieHO, %: C 
62.5; H 8, 2; N 13,7; S 10.4. HHraflpoxJiopHfl ocHOBaHHfl XIV. 
5 bhxoji 90%. T.pa3Ji. 242-245° (H3 cm6ch a6cojnoTHoro cnnpTa c 
3THJiaijeTaT0M) . HaKfleHO, %: C 52.3; H 7,0; CI 19,5; N 11.2; 
S 8,2. C 16 H 23 N 3 S*-2HC1*0. 25 H 2 0. BHHHCJieHO, %; C 52,4; H 
7,0; CI 19,3; N 11.4; S 8.7. 

IIpHMep 15. 2- [2- (Mop$OJlHHO ) 3THJITHO] -5, 6~flHMeTHJl6eH3H- 

10 MHfla30Ji (XV) h ero flHra/ipoxJiopHji cnHTe3HpoBaHH aHaJioraHHo 
npe,zibwymeMy. H3 2,67 r (0.015 mojih) 2-MepKairro-5, 6-j5HMeTHJi- 
6eH3HMHfla30Jia h 2.8 r (0.015 mojih) ra/jpoxjiopHfla 2- (Mop$ojm- 

H0)3THJKJI0pHfla B IipHCyTCTBHH 1,2 T (0.03 MOJIfl) PHJipOOKHCH 

HaTpHH nojiynaioT 2.95 r (69%) coejiHHeHHH XV, t.iiji. 147-148° 
15 (H3 CMecH STHJiaueTaTa c reKcaHOM). IMP-cneKTp (CDC1 3 ) < 5, 

U.R. : 2.32 (6H. C. 2 CH 3 ); 2.62 (4H. M. CH 2 NCH 2 MOpfcOJMHa) ; 

2.86 (2H. M. CH 2 S); 3.21 (2H. M, CH 2 N); 3,83 (4H. M. 

CH 2 0CH 2 MopfojiHHa); 7.27 (2H, yui. c. ArH). HaSfleHo. %: C 

58.0; H 7.3; N 14,5; Sll.l. C 15 H 21 N 3 0S. BtraicJieHo. %: C 
20 58.2; H 7.5; N 14.5; S 11.0. HnraflpoxjiopHfl ocHOBaHHfl XV, 

BBixofl 96%, t.iiji. 250-252° C (c pa3Ji. ; H3 adcoJUOTHoro cirap- 

Ta). HalijaeHo. %; C 49.4; H 6.5; CI 19.8; N 11.6; S 8.5. 

C 15 H 21 N 3 0S*2HC1. BfcRHCJieHO. %; C 49.4; H 6.4; CI 19.5; N 

11.5; S 8.8. 

25 IIpHMep 16. 2-[3-(HHMeTHJiaMHHO)nponHJiTHo]-5. 6-flHMeTHJI- 

6eH3HMHfla30Ji (XVI) h ero jjHraapoxjiopHfl CHHTe3HpoBaHbi aHajio- 
riiHHO npenfawyuieMy. H3 2.67 r (0.015 mojih) 2-Mepican- 
to-5, 6-5HMeraJi6eH3HMHaa30Jia h 2. 78 r (0.019 mojih) raflpoxno- 
PHHa 3-(flHMeTHJiaMHHo)nponnjixjiopHfla b npHcyrcTBHH 1,32 r 

30 (0, 033 MOJia) rajipooKHCH HaTpHH noJiy^aioT 3, 1 r (73%) ocHOBa- 
hhh XVI. T.nji. 95-98° C (H3 Bojmoro cnnpTa) . IlMP-cneKTp 
(CDCL 3 ).5. M.fl. : 1,91 (2H, M. CHgCHgCHg); 2,32 (6H, C. 2 
CH 3 ); 2,34 (6H. c. (CH 3 ) 2 N); 2.53 (2H. T. CH 2 S); 3,18 (2H. 
t, CH 2 N); 7.17 (2H. yui. c. ArH). HaHjieHo. %: C 59.8; H 8.2; 

35 N 14.7. C 14 H 2 j^S.^O. BHHHCJieHO. %: C 59.8; H 8,2; N 14,9. 
JTHrimpOXJIOpHfl OCHOBaHHfl XVI. BblXOfl 84%. T. nJI. 206-208° C (c 

pa3Ji. ; H3 CMecH a6cojnoTHoro cirapTa c reiccaHOM) . HaaaeHO. %: 
C 49.7; H 6.9; CI 20.8; N 12,5; S 9.3. C 14 H 21 N 3 S*2HC1. Bh- 
HHCJieHO, %: C 50.0; H 6,9; CI 21,1; N 12,5; S 9,5. 
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IlpHMep 17. 2- [3- (4-MeTHJiroinepa3HH0) nponHJiTHo] -5, 6-w- 

MeTHJl6eH3HMHfla30Jl (XVII) H ero TpHrHflpOXJIOpHfl CPIHT63HpOBaHH 

aHajioraHHO npeflbmyieMy. H3 i 8 r (0.01 mojia) 2-MepKan- 

TO-5, 6-flHMeTHJl6eH3HMHJia30Jia H 3,74 r (0.015 MOJIA) flHrHflpox- 

5 Jiopmia 3-(4-MeTHJiiranepa3HHO)nponnJixjiopHfla • npHcyTCTBHH 
1.32 r (0.033 MOJlfl) rajspooKHCH HaTpHA noji; --0T 2,5 r (79%) 
coeOTHeroifl XVII. t.iiji. 116-118°C (c pa3Ji.; H3 cMecn xjiopo- 
$opMa c reKcanoM). IlMP-cneKTp (CDCL 3 ). 6. M.fl. : 1.95 (2H. 
M, CHgCHaCHa): 2.31 (6H. C. 2 CH 3 ); 2.35 (3H. c. Ch 2 N); 

10 2.54 (10H. ym.M. 8H CH 2 nnnepa3HHO. 2H. T. CH 2 S); 3.22 (2H. 
T. CH 2 N); 7,50 (2H. yifl. C, ATH) . TpHTHflpOXJIOpHfl OCHOBaHHH 

XVII. Bfcixofl 78%, T.nJi. 228-231° C (c pa3Ji. ; H3 cirapTa). Haft- 
JieHO. %: C 45.8; H 6.9; CI 23.8; N 12,9; S 7.4. 
C 17 H 26 N 4 S*3HC1*H 2 0. BHHHCJieHO, %: C 45.9; H 7.0; CI 23.9; N 
15 12.6; S 7.2. 

IlpHMep 18. l-EeH3HJI-2- [2-(flHMeTHflaMHHO)3THJITHO]6eH- 

3HMHfla30Ji (XVIII) h ero jMTOpoxJiopHfl. K cycneH3HH 4.8 r 
(0.02 MOJlfl) l-6eH3HJi-2-MepKanT06eH3HMHjia3OJia b 10 mji bow h 
40 mji cirapTa npH6aBJiflKT 1.8 r (0.044 mojia) raflpooKHCH HaT- 
20 pHa h HarpeBaiOT npa 70° jxo pacTBopeHHA ocaflica. K nojiyneHHO- 
My pacTBopy npn nepeMeiHHBaHHH h 70° npH6aBJiflB)T 3. 16 r 
(0.022 MOJia) nmpoxjiopufla 2- (jraMeTHJiaMHHo) sTHJixjiopHiia. Pe- 
aiciraoHHyio cMecb nepeMeiiMBaroT 3 naca npH 70° ao oKOHHaHHA 

peaKUHH, OXJiaXflaiOT, OCaflOK XJIOpHCTOrO HaTpHfl OT$HJIbTpOBMBa- 

25 kt h npoMHBaioT ciihptom. ^HJibTpaT ynapHBawT h nojiynaioT Mac- 
jioo6pa3Hoe coejraHeraie XVIII, KOTopoe pacTBopflioT b a6cojnoT- 
hom craipTe. pacTBop o 6pa 6aTHB awT ciihptobhm pacTBopoM xjio- 

pHCTOro BOflOpOfla. BtmaBUMH OCaflOK OT$HJIbTpOBHBatOT, npoMbiBa- 

iot a6coJH0THbiM aOapoM. nojiynaioT 5 r (62%) jrarHflpoxjiopHjia oc- 
30 HOBaHHfl XVIII. T.nji. 190-191° C (H3 cirapTa). IlMP-cneKTp 

(D 2 0). . 5. M.fl.: 3.15 (6H. c. (CH 3 ) 2 N); 3.66 (2H. M, CH 2 S); 

3.94 (2H. M. CH 2 N); 5.78 (2H. C. CH 2 Ar); 7.43-8.0 (9H. M. 

ArH). HaHJieHO. %: C 55.0; H 5.9; CI 17.8; N 10.8: S 8.8. 

C 18 H 21 N 3 S*2HC1*0. 5H 2 0. BtWHCJieHO. %: C 54,9; H 6, 1; CI 
35 18.0; N 10.7; S 8.9. 

IlpHMep 19. l-BeH3HJI-2-[2-(flH3THJiaMHHO)3THJITHO]6eH3H- 

MHfla30Ji (XIX) h ero jrarHjipoxJiopHfl cHHTe3HpoBaHM aHajiorHHiio 
npeflbwymeMy. H3 4. 8 r (0.02 mojia) i-6eH3HJi-2-MepicanTo6eH3H- 
MHfla30jia h 3, 8 r (0,022 mojia) rajipoxJiopHfla 2- (jrasTHJiaMH— 
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H0)3THJlXJI0pHfla B npHCyTCTBHH 1,8 T (0.044 MOJIH) rHflpOOKHCH 

HaTpHfl nojiynaioT Macjioo6pa3Hoe cobahhbhhb XIX. KOTopoe npeB- 
pamaKT b jmnmpoxjiopHfl c bhxo^om 83%. t.dji. 136-137° C (H3 
cMecH aScojnoTHoro cimpTa c sjmpoM). IlMP-cneKTp (D 2 0). 5. 
5 M.fl. : 1.37 (6H, T. (CH3CH 2 ) 2 N); 3.34 (4H. KB. (CH 3 CH2_) 2 N) ; 
3.47 (2H. M. CH 2 S);3.79 (2H. M. CH 2 N) 5.75 (2H. C. CH 2 Ar); 
7,30-7.99 (9H. m. ArH). HaBfleHO. %: C 56.5; H 6.7; CI 16.8; 
N 10.0; S 7.9. C 20 H 2 5N 3 S*2HC1*0. 5H 2 0. BtRHCJieHO. %: C 57.0; 
H 6.7; CI 16.8; N 10.0; S 7.6. 

10 IlpHMep 20. l-(P-$eHHJ13TH^)-2-[2-(flHMeTHJiaMHHO)3THJI- 

tho] 6eH3HMHfla30Ji (XX) h ero jjHrH.iipoxjiopim CHHTe3HpoBaHH 
aHajioraHHo npefltwymeMy. H3 2.54 r (0.01 mojih) l-(p-$eHHJi3- 
THJi)-2-MepKanTo6eH3HMHaa30Jia h 1.73 r (0,012 mojih) raapox- 

JIOpHfla 2-(flHMeTHJiaMHH0)3THJIXJI0pHfla B npHCyTCTBHH lr (0.025 

15 mojih) rajipooKHCH HaTpHH nojiynaioT coeflHHeHHe XX. KOTopoe 
npeBpamaiDT b jmrHflpoxjiopHfl c bhxoaom 1.7 r (47%), t.iiji. 
1.60-161° C (H3 CMecH adcojnoTHoro cirapTa c 3$hpom). 
IlMP-cneKTp (D 2 0), 5. M.fl. : 2,99 (6H. c. (CH 3 ) 2 N); 3.27 (2H. 
T. CH 2 AT) ; 3,38 (2H, T. CH 2 S); 3.55 (2H. T. CH 2 N); 4,77 ( 

20 2H, T. CH 2 N UHKJl ); 6.65-7.60 (9H. M. ArH). HaftzieHO. %: C 
56.3; H 6.0; CI 17.6; N 10.3; S 7.9. C 19 H 23 N 3 S*2HC1*0. 5H 2 0. 
BHHHCJieHO. %: C 56.0; H 6.4; CI 17.4; N 10.3; S 7.9. PacT- 
Bop aHraflpoxJiopHfla b Boae HeiiTpajiH3yK>T pacTBopoM 6HKap6oHa- 
Ta HaTpira, 3KCTparapyioT 3<&npoM, SKCTpaKT cyuiaT cyjib$aTOM 

25 MaraHfl. ocymHTeJib oT$HJibTpoBHBaioT» OHJibTpaT ynapimaiDT. Ilo- 
jiynaioT coe^HHeHKe XX, t. nji. 38-39° C (H3 neTpojieiiHoro 3$h- 
pa). MP-cneKTp (CDC1 3 ). 5. 2.33 (6H. c. (CH 3 ) 2 N); 2.72 
(2H. T. CH 2 S); 3.06 (2H. M. CH 2 Ar); 3.53 (2H. T. CH 2 N); 
4.31 (2H. c. CH 2 N UHKJI .); 7.10-7,70 (9H. m. ArH). HaKfleHO, 

30 %: C 70.1; H 7.1; N 12.9; S 9.8. C 19 H 23 N 3 S. BbRHCJieHO, %: C 
70. 1; H 7,1; N 12.9; S 9.9. 

npHMep 21. l-(P-$eHHJ13THJI)-2-[2-(flH3THJiaMHHO)3THJI- 
THO] 6eH3HMHfla30JI (XXI) H ero flHrHflpOXJIOpiW CHHTe3HpOBaHH 

aHajiomHHo npeflbmymeMy. M3 2.54 r (0,01 mojih) l-(p-$emui3- 
35 THJi)-2-MepKanTodeH3HMHfla30Jia 2 2,1 r (0.012 mojih) rajipoxjio- 

PHfla 2-(flH3THJiaMHHO)3THJIXJIOpHfla B npHCyTCTBHH 1 V (0.025 

mojih) raapooKHCH HaTpHH nojiynaioT 2.2 r (62%) coejiHHeHHfl 
XXI. t. mi. 54-55° C (H3 neTpojieKHoro 3$Hpa). IlMP-cneKTp 
(CDCI3). 0. M.fl. : 1.05 (6H. T, (CH3CH 2 ) 2 N). 2,61 (4H. KB, 
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(CHgCHgizN); 2.84 (2H. T. CH 2 S); 3.04 (2H. M. CH 2 Ar) ; 3.47 

( 2H. T. CH 2 N); 4.28 (2H. M. CH 2 N UHKJI . ) ; 7,09-7.70 (9H.M. 

ArH) . HaitaeHO, %: C 71.4; H 7.7; N 11.7. C 21 H 27 N 3 S. Bfcraic- 

Jieno. %: C 71.3; H 7.7; N 11.9. JUirajipoxJiopim ocHOBaHHS 
5 XXI. BHXofl 67%. T.nJi. 129-130° C (H3 CMecH a6cojnoTHoro cimp- 

Ta c sTHJismeTaTOM) . IlMP-cneKTp (CDC1 3 ). 5. M.fl. : 1.38 (6H. 

T. (CHgCHg^N); 3,26 (2H, T, CH 2 Ar); 3,24 (2H. M. CH 2 S); 

3,35 (4H. KB, (CH 3 CIfc)2N); 3.54 (2H. M. CH 2 N); 4.76 (2H, T. 

CH 2 N„ HK< „. ); 6.9-7.9 (9H. m. ArH). HaBfleHO, %: C 59, 1; H 
10 6,8; CI 16.3; N 10,0; S 7.3. C 21 H 27 N 3 S*2HC1. BbiHHCJieHO. %: 

C 59,1; H 6.9; CI 16.6; N 9.9; S 7.5. 

IlpHMep 22. l-(P-$eHHJ13THJl)-2-[2-M0p$0JIHH0)3THJI- 

THO] 6eH3HMHfla30JI (XXII) H erO jmrHflpOXJIOpHfl CHHTe3HpOBaHbI 

aHajiorHHHo npeflbwymeMy. H3 2.54 r (0.01 mojih) 1- (p-$eHHJi3- 
15 THJi)-2-MepKairro6eH3HMHfla30Jia h 2,04 r (0,011 mojia) 2-(Mop- 

$0JIHH0)3THJIXJI0pHfla B npHCyTCTBHH 1 T (0.025 MOJIfl) rHJ^pOOKH- 

ch HaTpHfl nojiyw>T 2.7 r (73%) coeaHHeHHH XXII, t.ilji. 
66-67° C (H3 reKcaHa). IlMP-cneKTp (CDC1 3 ), 5. M.fl. : 2,51 
(4H, m. CH 2 NCH 2 Mop$ojnma); 2,74 (2H, t. CH 2 S); 3.04 (2H m. 

20 CH 2 Ar); 3.51 (2H t. CH 2 N); 3.70 (4H. M. CH 2 0CH 2 MopiJoJiHHa) ; 
4.31 (2H. M. CH 2 N HHKJI .); 7.05-7.70 (9H. m. ArH). HaBfleHO. 
%: C 68.5; H 7.0; N 11.5; S 8.9. C 21 H 25 N 3 0S. BfciHHCJieHO. %: 
C 68.6; H 6.9; N 11.4; S 8.7. JtoniJipoxjiopHfl ocHOBaHHfl XXII. 
Bfctxo.il 70%. T. mi. 179-180° C (H3 CM6CH a6cojnoTHoro cnnpTa c 

25 STHJiauexaTOM) . IlMP-cneKTp (D 2 0). 8. m. a. : 3.28 ( 2H. yui.T, 
CH 2 Ar); 3.37 (2H, m. CH 2 S); 3,44 (4H. CH 2 NCH 2 Mop$OJMHa) ; 
3.58 (2H. M. CH 2 N); 4.08 (4H. M. CH 2 0CH 2 Mopi£oJiHHa) ; 4,76 
(2H, yui.T. CH 2 N UHKJ1 .); 6,9-7.9 (9H. M, ArH). HaEfleHO, %: C 
57.1; H 5,8; CI 15,8; N 9,8; S 7,8. C 21 H 2 5N 3 0S*2HC1. BfclHHC- 

30 JieHO, %: C 57.3; H 6.2; CI 16.1; N 9. 5; S 7.3. 



nPOMHUIJieHHafl IIDHMeHHMOCTb 

35 Pe3VJibTaTbi ffiaPMaKOJiortreecKoro H3vqeHHfl 3aaBJifleMfcix co- 



HJIfl fleMOHCTpanjiH aHKCHOJIHTHHeCKOrO fleftCTBHfl HOBfeK co- 

e^HHeHHii 6bui Hcnojib30BaH MeTOfl H3MepeHHH ABHraTejibHoii an- 



WO 95734304 PCT/RTJ95/00085 

- 14 - 

THBHOCTH B TeCTe "OTKpHTOe nOJie", KOTOpHM n03B0JIfleT He 

TOJIbKO OIjeHHTb CHJiy aHKCHOJIHTHHeCKOrO 30$eKTa, HO h CTeneHb 

ero cejieKTHBHOcTH [C.B. CepeaeHHH h jap. , Eiojiji. 3iccn. Eh- 
oJi.Mefl. , 1979, 88, N7, 38; Seredenin S.B. et al. , in: "Drug 
5 Dependence and Emotional Behavior", Ed. by Valdman A.V., 
Consult Bureau, New- York, London, 1987, 49-77]. CyTbio jiaH- 
Horo noflxoaa flBJiaeTCH cpaBHHTejibHHH aHajiH3 noBeaeHHecKHX 
a$$eKT0B H3ynaeMHX coejuffleHHH y Mbuneft RByx HHfipejHHX jihhhh 
Balb/c h C57B1/6, KOTopbie xapaKTepH3yioTCfl pa3JiHHHbiMH reHe- 

10 THHeCKH fleTepMKHHpOBaHHHMH THIiaMH 3M0E(H0HaJIbHO-CTpeCC0B*0H 

peaKOHH (3CP). 0 HaJiH^cm aHKCHOjmTHHecKoro neflcTBHH cyjjj/UM 
no BH5iBJieHHio aKTHBHpyiomero 3$$eKTa Ha ABHraTejibHyio aKTHB- 

HOCTb y XCHBOTHbK C "naCCHBHHM" THIIOM 3CP (JIHHHfl Balb/C). 

IloKasaxejieM ceaaTHBHHX cbo3ctb HccjieflyeMHX coeflHHeHH8 cjiy- 
15 xcHJio BHHBJieHKe hx HHraenpyiomero fleScTBHfl Ha ABHraTeJibHyio 

aKTHBHOCTb MHUiefi C "aKTHBHHM" THIIOM 3CP (JIHHHfl C57B1/6) . 

C e JieKTHBHo CTb amccHOJiHTHHecKoro 3$$eKTa oueHHBajiH no CTene- 
hh coBnajieHHH jmana30H0B jio3, 0Ka3HBaBiUHX m6o aKTHBHpya)- 
mee, jih6o hhth Snpyiome e aencTBHe y hchbothhx pa3Hbix jmhhJi. 
20 PaHee nofloSHHfi noflxoa 6hji c ycnexoM npHMeHeH juih oijeHKH 

CTeneHH CeJieKTHBHOCTH aHKCHOJIHTHHeCKOrO fleftCTBHH TaKHX HHHe 

H3BecTHbix npenapaTOB, KaK $eHa3enaM [C.B. CepejieHHH h ap. , 
Bi0JiJi.3Kcn.BHOJi.Mefl., 1979, 88, N7, 38; Seredenin S.B. et 
al., Ann. 1st. Super. Sanita, 1990, 26 (1), 81-88], MeKCHflOJi 

25 [C.B. CepeaeHHH H ap. , Xhm. -$apM. »ypHaJi, 1987, N2, 134; 
Voronina T. A. , Seredenin S.B. , Ann. 1st. Super. Sanita, 1988, 
24 (3), 461-466] h rafla3enaM [C.B. CepejaeHHH h jtp. , b kh: 
H rHfla3enaM", H3fl. HayKOBa HyMKa, KneB, 1992, 92; Seredenin 
S.B., Blednov Yu.A. , Phys. Chem. Biol. Med, 1993, 1 (1), 53 

30 -60] . 

B pafioTe 6hjih Hcnojib30BaHH MHUM-caMijbi jihhhh Balb/c h 

C57B1/6 BeCOM 20-22 r (I1HT0MHHK "CTOJldOBafl") . 3KHB0THHX co- 

flepjKajiH b ycjioBHHX Jia6opaTopHoro BHBapns b KJieTKax no 10 
ocodeK b KaacfloK, b TeneHHe He MeHee flByx Heaejib jxo Hanajia 
35 3 KcnepHMeHTa, Ha cTaHflapraoH jmeTe, npn cboOojihom aocTyne k 
Bojae, npn 12-th nacoBOM CBeTOBOM pexoiMe (CBeT c 8.00 flO 
20.00). Bee 3 KcnepHMeHTH npoBOflHJiH b nepnoa BpeMeHH c 9.00 

flO 13.00. Bee COeflHHeHHH BBOflHJIH BHyTpH6pi0llIHHHO B BHfle HX 

boothx pacTBopoB 3a 30 mhh no HanaJia SKcnepHMeHTa H3 pacne- 
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Ta 0. 1 mji pacTBOpa Ha 10 r Beca )KHBOTHoro. Hepe3 30 mhhyt 
nocjie BBeaeHHH npenapaTOB aoiBOTHoe BbmepacHBajra b TeMHOTe b 
TeneHHe 1 mhhyth h 3aTeM noMemajin b o^hh H3 nepH^epH^ecioix 
KBaapaTOB "OTKpbrroro nojifl". KOTopoe npeacTaBJiaeT H3 ceflfl 

5 flejiy© Kpyrjiyio apeHy jiHaMeTpoM 1 MeTp c SejiHMH OopTaMH bhco- 
toh 50 cm. ApeHa paBHOMepHo ocBemeHa 4-mh JiaMnaMH no 75 Bt 
Kancflan, pacnojioaceHHHMH Ha BticoTe 1 m Has noBepxHocTbio nojm. 
Bee npocTpaHCTBO apeHH paBHOMepHo pa3,neJieHo 4-mh KOHijeHTpH- 
MecKHMH OKpyacHOCTHMH, KOTopHe b cbok onepeflb pa36HTH paflHy- 

10 caMH Ha ceKTopa TaK, hto nepniJepHHecKafl OKpyKHocTb coctokt 

H3 16 OflHHaKOBHX KpHB 0 JIHH efi HHX KBajipaTOB. HaflJKOfleHHe 3a 3KH- 
BOTHfclM np0H3B0flHJM B TeHeHHe 3 MHHYT, pa3fleJIbH0 $HKCHpOBaJIH 

hhcjio nepeceKeHHbix KBaapaTOB Ha nepH$eprai, b ueHTpajibHHX 
oflJiacTflx, hhcjio CToeK h KOJiHHecTBO fle$eKaiiHiL CyMMapHoe 
15 hhcjio nepeceHeHHbix KBaapaTOB BMecTe c hhcjiom CToeK o6o3Ha- 
HajDi KaK o6myK) aKTHBHOcTb. CTaracTHHecKyio oflpafloTKy nojiy- 

H6HHHX pe3yJIbTaT0B npOBOflHJIH HCII0JIb3yfl t-KpHTepHM CTbKJfleH- 

Ta. 

Pe3yjibTaTti npoBeaeHHoro CKpHHHHra c Hcnojib30BaHHeM 
20 reHeTHHecKHX MOfleJiefl iio3Bojihk)t pa3flejiHTb Bee HcnHTaHHbie 
coeziHHeHHH Ha 3 rpymra: 

1. B pe3yjibTaTe H3yHemifl bjihahha coeOTHeHHH I, VIII, 
X, XI, XXI h XXII Ha noBeueHHe Mtmieft c "naccHBHHM" ranoM 
9M0i[HOHajibHO-cTpeccoB02 peaKtcHH (jihhhh Balb/c) b TecTe 

25 "OTKpHToe nojie" 6hjio noKa3aHo nojnioe OTcyTCTBHe hx 3$$ex- 
tob. KaK aKTHBHpywniHX, TaK h HHra6Hpy©mHX noBeaeHHe. 

2. HanpoTHB, HccjieaoBaHHe bjihhhhh VI (Ta6ii. 1), XVI 
(TaSJi. 2), XVII (Ta6jL 3) h XIX (Ta6ji. 4) bhhbhjio b pa3H0ii 
cTeneHH BupaaceHHyio cnoco6HOCTb noaaBJiHTb flBHraTejibHyio aK- 

30 THBHocTb MHUiea jihhhh Balb/c b Te'Te "OTKptiToe nojie", HTO 
cBHfleTeJibCTByeT 06 OTcyTCTBHH y sthx coezuiHeHHfi TpaHKBH- 
jio-aKTHBHpyiomero rana bbhctbhh, czmaKO He HCKjnonaeT HajiHHHH 

y HHX flOCTaTOHHO BHpa^eHHOrO (HCXOflH H3 HH3KHX aKTHBHHX 

fl03) TpaHKBHJio-ceflaTHBHoro 3$$eKTa. 
35 3. H, HaKOHeii, 6hjih HafiaeHti HecKOJibKO coeflHHeHHS: III 

(TaflJi.5,6), IV (Ta6Jl.7,8), IX (TaflJi. 9, 10) . XII 
.(TaflJi.ii.12). XIII (TaflJi.13.14). XIV (TaflJi. 15, 16) h XV 
(Ta6ji. 17, 18), KOTopue b TecTe "oTKpuToe nojie" b mnpoKOM j&- 
ana30He fl03 aKTHBHpoBajiH noBeueHHe hchbothhx jihhhh Balb/c, 
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He H3MeHHH ABHraTeJIbHyiO aKTHBHOCTb MHUieH C "aKTHBHHM" THnOM 
SMOLtKOHaJlbHO-CTpeCCOBOK peaKUHH (JMHMH C57B1/6), HTO no3BO- 

jineT cfleJiaTb bmboa o HajiHHHH y hhx BHpaxceHHoro cejieKTHBHoro 
TpaHKBHJio-aKTHBHpyDmero 3$$eKTa. 

5 fljia flaJibHeHiuero 6ojiee yr\Jiy6jieHHoro H3yneHH5i TpaHKBH- 

jm3Hpyiomero fleftCTBHH, a ?3KKe ouemcH bo3mohchhx no6oHHHX 3$- 
$eKT0B, 6bum OToSpaHH 4 coeflpmeHHtf H3 BbmejieHHoa paHee 
TpeTbeH rpymibi (IV, XII, XIV h XV), o6jiaflaBiiiHe Han6oJiee bh- 
pameHHHM aHKCKOCeJieKTHBHHM JieSCTBHeM b nepBow cepHH 3Kcne- 

10 pHMeHTOB, 

H3yneHHe aHKCHOJiHTHHecKoro fleKcTBHH oToGpaHHfcix coeflH- 
HeimK npoBOflHJiocb b onHTax Ha SecnopoflHHX Kpwcax-caMqax Be- 
es om 180-200 r b ycjioBHHX oSmenpmiHToii &jih stoh uejiH MeTojiH- 
kh CTOjncHOBeHHH mrrbeBoro h oGopoHHTejibHoro pe^jieKCOB npn 
15 jieHCTBHH BHe3anHoro 6ojieBoro pa3flpaacHTejiH KaK SKCTpeMajibHO- 
ro $aKTopa [T. A. BopoHHHa h ap. , b kh.: "$eHa3enaM M , H3fl. 
"HayKOBa flyMKa", KneB, 1982, 89. 93, 146]. SKcnepHMeHT Ha- 

HHHaJM C TpeHHpOBKH KpHC C IiejlbK) BHpa60TKH y HHX HyBCTBa 
20a)KflH H HaBBQCa B3HTH5I BOflbl H3 nOHJIKH B SKCIiepHMeHTaJIbHOK 

20 KaMepe. fljia 3Toro hchbothbk coztepacajiH Ha cyxoM KopMe b Tene- 
HHe 24 nacoB h 3aTeM noMemaim b KaMepy, me ohh nojiynajm 
BOfly b TeneHHe 5 mhhjtt. Hepe3 cyTKH nocjie TpemipoBKH Kpace 
nepe3 5 cen nocjie Hanajia mrrba HaHocnjiH ajieKTpHHecKoe pa3a- 
pameHHe nponycKaHHeM TOKa (0,5 A) nepe3 noHJiKy. TaKHM o6pa- 

25 30M, CTOJUCHOBeroieM flByx pe$JieKCOB nHTbeBoro h oSopoHHTejibHo- 
ro co3flaBajiacb SKCTpeManbHan cHTyaiiHSL npn KOTopoft CTpax 
noJiyneHHH SojieBoro pa3flpaaceHHH ynepacHBaji HCHBOTHoe ot B3HTHfl 
BOflH. B jaajibHewuieM b Tenemie 5 mhh peracTpHpoBajrn KOJiHHecT- 

BO B3ATHH BOJ3& H3 nOHJIKH, HeCMOTpfl Ha nOJiy^eHHe IipH 3TOM 

30 ksdkahK pa3 3JieKTpo6ojieBoro pa3flpa«eHHH. 

KoHTpoJibHHe HCHBOTHHe b co3,iiaBaeMOH CHTyaqHH aejiajiH b 
cpejmeM ot 8 ro 14 nonHTOK HaKa3yeMHX B3HTHH bo^h H3 iiohjikh 
(Ta6ji.l9). CoeflHHeHHH IV, XII, XIV h XV b flHana30He fl03 ot 

1 Mr/Kr flO 20 MT/Kr (B/6p) 06jiaflaBT OTHeTJIHBHM flegCTBHeM B 

35 co3flaBaeMoH CHTyaijHH, ycTpaHHH nyBCTBO cTpaxa npH fleiicTBHH 
SojieBoro pa3flpaxcHTejifl. hto HHTepnperapyeTCH KaK aHKCHOJiHTH- 
HecKmi 3$$eKT. 9to BbipaxcaeTCH b yBejMHeHHH b 2-4 pa3a no 

CpaBHeHHK) C KOHTpOJieM HHCJia HaKa3yeMbK B3flT*Hfl BOflbl H3 noHJi- 
KH- TaKHM 06pa30M, Ha OCHOBaHHH npOBefleHHHX 3KCnepHMeHT0B 
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MOHCHO 3aKJIK)HHTb, HTO COeflHHGHHH IV. XII, XIV H XV XapaKTe- 
pH3yK)TCH BbipaHeHHbIM aHKCHOJIHTHHeCKHM JieBCTBHeM B UIHpOKOM 

,UHana30He #03. 

MHopejiaKcaHTHoe aeKcTBHe oTodpaHHHX coe^HHeHHii H3yna- 

5 jim Ha 6ecnopojOHHX 6emx MHuiax-caMiiax BecoM 22-25 r no Hapy- 
meHHro KoopflHHaitzH jBHxeeHHii no o 6 menpHHHTOMy TecTy Bpamawme- 
toch CTepacHH [T. A. BopoHHHa h ap. , b kh. : " $eHa3enaM M , 
H3fl. "HayKOBa flyMKa". KneB, 1982, 145]. JteiueH noMemajra Ha 
ropH3OHTajibHH0 cTepaceHb jonaMeTpoM 2 cm npn ckopocth ero 

10 Bpameraia 4 o6/mhh. HecnocodHocTb jkhbothhx uojx BJinaHneM BBe- 
j^eHHHX B/6p coemnemm yflepaoiBaTbCfl Ha CTepaoie b TeneHne 
2-x MHHyT paccMaTpimaJiH KaK npoflBJieHHe HapyuieHHH KoopaHHa- 
ujm flBHHceHHii hjih KaK nx MHope JiaKcaHTHO e aeficTBHe. flaHHHe, 
npeflCTaBJieHHHe b Ta6ji. 20 noKa3HBaioT, hto coeflHHeHHe XII b 

15 jmana30He fl03 ot 0.01 Mr/Kr ao 50 ur/Kr He 0Ka3HBaeT bjmh- 
hhh Ha H3MepHeMbfit noKa3aTeJib. OTcyrcTBHe KaKoro-JinSo 3$$eK- 
Ta aeMOHCTpHpyK)T Taicxce h coeflHHeHHH IV, XIV h XV, HcnHTaH- 
Hbie b flHana30He ao3 ot 0. 1 Mr/Kr no 20 mt/kt. Tsjchm o6pa- 
3om, nojiyneHHbie b aaHHoa ceprai sKcnepHMeHTOB flamiHe noKa3H- 

20 BawT. hto Bee HcnHTaHHHe coejtHHeHHH b Hcnojib30BaHHHX flHana- 

30HaX fl03 He OSJiaflaiOT MHOpeJiaKCaHTHOS aKTHBHOCTbK). 

Bo3MoacHoe CHOTBopHoe aeiicTBHe OTo6paHHHx coejotHHemtii 
oijeHHBajni no MeTOjay noTemiHpoBaHHfl CHa, BH3HBaeMoro raoneH- 
TajioM. Una 3Toro 6ejiHM SecnopojmtiM MHUiaM— caMijaM BecoM 20-25 

25 r B/6p BBOflHJM THoneHTaji HaTpHfl b ao3e 70 Mr/Kr h oijeHHBajiH 
jiaxeHTHLiK nepHOfl 3acHnainifl h oSmee BpeMH npoaojDKHTejibHOCTH 
CHa. HcnHTyeMHe coejiHHeHHfl bbojohjih B/6p 3a 30 mhh mo BBeae- 
hhh THoneHTajia HaTpHfl. flaHHHe, npeacTaBJieHHNe b Ta6ji. 21 j\e- 
MOHCTpnpyioT, hto Bee HcnHTaHHbie coeflHHeHHH He yKopaHHBaiOT 

30 JiaTeHTHHH nepHOfl 3acbmaHHa h He yfljMHHsroT npojjojracHTejibHOCTb 
CHa (TaSji. 22). 

OcTpan TOKCHHHocTb H3MepHJiacb b omrrax Ha 6ejiHX 6ec- 
nopojmHx Muuiax npn nepopajibHOM BBeaeHHH HcnHTyeMHX coeflHHe- 
hhh b BHfle hx cycneH3HH b 1% pacTBope KpaxMajia. Hjih coeflH- 

35 HeHHH XII BejiHHHHa LD 50 . paccHHTaHHan no oSmenpHHHTOMy Me- 
TOfly JlHTH$HJibfla-ypuiKOKcoHa, 0Ka3ajiacb paBHoii 1,16 Mr/Kr 
(npH 95% flOBepHTejibHOM HHTepBajie 0,89 -1,48 Mr/Kr) h 6jih3- 
koK BejiHHHHe LD 50 rjih H3BecTHoro npenapaTa 6eMHTHJia, koto- 
puB Taicace HBJineTCH npoH3BojmbiM 2-MepKanTo6eH3HMHjia30Jia. Ta- 
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KHM 06pa30M MO)KHO SaKJIIOHHTb, HTO COeflHHeHHe XII ABJIHeTCfl 
IipaKTHHeCKH HeTOKCHHHHM. 

BJMHHHe 3aflBJIfleMHX COeHKHeHMM Ha CeDJeqHO-COCyjQHCTVK) 
5 CHCTeMY 

^apMaKOJioranecKoe H3yneHHe cojieii 3aHBJineMHX coeflHHe- 
hhm npoBOflHJiH Ha pa3JiHHHHX MOfleJiHX KiueMHH h HapyweHHH pHTMa 
cepjma b cpaBHeHHH c STajioHHtiMH npenapaTaMH - jiHnmpoxjiopH- 

10 aOM 2- [2- (ZlH3THJiaMHH0) 3THJITH0] -5, 6— JlHMeTHJlSeHSHMHflaSOJia 

(XXIII), BepanaMHJioM, nponpaHOJiOM, HOB/OKaimaMHflOM, xhhhah- 

HOM, JMflOKaHHOM, 60HHeKOpOM. 

IIPOTHBOKUieMMHeCKafl aKTHBHOCTb 

15 

BJMflHHe coejumemiB Ha reMOflHHaMiocy h aesTejibHocTb hh- 
TaKTHoro cepjma H3ynajiH b SKcnepuMeHTax Ha aHecTe3HpoBaHHHX 

KOUlKaX. OlIHTH npOBOflHJIH B yCJIOBHflX OTKpHTOH rpyflHOH KJieTKH. 

0 jienTejibHocTH cep/ma cyziHJiH no $a30B0ft kphboh cKopocra 
20 KpoBOTOKa B Bocxojtamei* Hacra jtyrn aopra- H3ynaeMHe coeflHHe- 

HHfl BBOflHJIH BHyTpHBeHHO B $H3H0JI0niHeCK0M paCTBOpe. IlOJiy- 

neHHfcie aaHHHe o 6pa6aTHBajm CTaTHCTHHecKH, juih BHHBJieHHfl 

3HaHHM0CTH pa3JMHHH HCII0JIb30BaJIH t-KpHTepHH CTbBfleHTa. 

Oiihth noKa3ajm, hto coeflHHeHHH VIII (1,0 mt/kt), IX 
25 (0,5 H 1,0 mt/kD h XX (1,0 H 2,0 Mr/Kr), BBefleHHHe BHyrpH- 
BeHHo. BH3HBaioT BtiparaeHHyK) SpajiHKap ote) , npoflOJixcaiomyKicfl b 
TeneHHe 30 mhh. nocjie BBeaemifl. Ilpa stom yMeHbiiiajiocb h 
jlBOMHoe npoH3BeaeHHe, aBJiflionieecH kocbghhhm noKa3aTejreM noT- 
pe6Hocra cepjma b KHCJiopoae. CjieayeT OTMeniTb, hto hmghho 
30 yMeHbiiiemie noTpe6Hocra cepwa b KHCJiopojae flBJineTca ojohhm H3 
ochobhhx npH3HaK0B aHTHaHrHHajibHbix npenapaTOB [ KaBepmia 
H. B. , P030HOB K).B. , HHHKaHOB r.r. ; CoBpeMeHHHe acneKTH $ap- 
MaKOJiorHH aHTHaHrnHajibHbix cpeacTB, M. , MejumHHa, 1980, 240 
c. ] . BpajBHKapjDtHH, BH3EffiaeMaH HccJieayeMHMH coejpraeHHHMH 
35 conpoBoacflajiacb yBeJMHeHHeM cHCTOJMHecicoro BH6poca. Hpyrae 
noKa3aTejM reMOOTHaMHKH npaKTHHe ckh He H3MeHHjmcb 
(Ta6ji.23,24,25). IIpoTOTHn - coeflHHeHHe XXIII [ CaBejibeB 
B.JL, MoscaeBa T.H. , HHHKaHOB r.r. h coaBT. ; 3aflBKa 
N4951704/04 (1991) c pemeHHeM o BHflane naTeHTa P$ ot 
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26. 10. 1993 ] TaKHce BH3HBajio 3HaHHTejibHyio h fljiHTejibHyro 6pa- 
.miKapflHK). OjmaKO noji ero BJiHflHHeM b TeneHiie 2-3 MHHyT nocjie 
BBeaeHHfl 3HaHHTejibH0 cHHMcajiocb CHCTeMHoe apTepnajibHoe jiaB- 
jieHze. yMeHbiuajiocb cpe^Hee ycKopemie KpoBOTOKa b aopTe, hto 
5 CBHfleTejibCTByeT 06 yraeTeHHH coKparaTeJibHOH Qyhkuhh cepjma 
(Ta6Ji.26). BTopon npenapaT cpaBHeHHtf BepanaMHJi, BH3HBa^ 
SpaflMKapflHio, 3HanHTejibHo h fljmTejibHO yraeTaji coKpaTHTejibHyio 
3)yHKiiHK) cepjma (Ta6ji. 27). HanporaB, coeaHHeiDM VIII. IX h 
XX He TOJibKo He yraeTajm coKparaMocTb MHOKapaa, a aaace ee 

10 HeCKOJIbKO yBeJMHHBaJIH (npOHBJIHJiaCb TeHfleHIIHH K yBeJMHeHKK) 

3Toro noKa3aTejiH) . 

CoeflHHeHH* VI. X. XII, XVII h XXI b fl03ax 0,5-2,0 
Mr/Kr BH3HBaK)T HeSojibmyio h KpaTKOBpeMeHHyio 6psumKapaHK) . h 
npaKTHHecKH He bjihhiot Ha apyrae noKa3aTejm reMOfljmaMHKH h 
15 fleHTeJibHOCTH cepjma. 

CoeflHHeHne XV BBi3biBaeT HeSojibmyio, ho cTaracTHHecKH 
3HaHHMyio, 6paflHKapAHK) b fl03e 5 Mr/Kr. 

BeuiecTBa XI, XVI. XVIII, XIX H XXII npaKraneoKH He 
bjihhiot Ha noKa3aTejm reMojoiHHaMHKH h jieHTe JibHO cth cepaua. Ha 
20 ocHOBaHHH nojiyneHHbix pe3yjibTaT0B jyin aajibHefimero yrjiy6jieH- 
Horo H3yneHHH 6 turn OToSpaHH coeflHHeHHH VIII, IX h XX. 

HJIH BHHBJieHHH 3ail{HTH0r0 fleKCTBHH H3yHaeMBK COeflHHeHHfl 

Ha HiueMH3HpoBaHHHH MHOKapfl HeoGxoflHMO Shjio npoBecra 3Kcne- 

pHMeHTH Ha MOflejM OCTpoS KOpOHapHOH HeflOCTaTOHHOCTH. C 3T0H 

25 uejibio 6hjih npoBeneHH omara Ha aHecTe3HpoBaHHHX HeMdyTajioM 
(40 Mr/Kr, BHyrpHBeHHo ) KouiKax Maccoii 2,5-4.0 Kr. 3KcnepH- 

MeHTH IipOBOflHJIH B yCJIOBHHX OTKpMTOM rpyflHOS KJieTKH. V HCH- 

bothhx c noMombio npn6opa "MHHrorpaO-81 n peracTpHpoBaJM Sim- 
KapjmajibHyio ajieTporpaMMy b 3-4 OTBeaeHHHX. 06 HHTeHCHBHOcTH 

30 oSpaTHMoro HineMUHecKoro noBpeamemiH cyaHJM no BejMHHHe 
cpeflHero noflbeMa cerMeHTa ST bo BpeMH 5-MHHyraHx okkjdo3HH 
nepeflHeii HHCXOflnmea BeTBH JieBofi KopoHapnoa apTepmi c 15-mh- 
HyTHHMH penep$y3HHMH Memay hhmh. AfleKBaraocTb aaHHOM Monejni 
6HJia npoBepeHa HaMH paHee Ha npHMepe nponpaHOJiojia, HHTpor- 

35 jnmepHHa h BepanaMHJia, KOTopue noKa3ajni 3HaHHTejibHoe npora- 
BOHiueMHHecKoe aeHCTBHe [UopHH H. B. ; UnccepTaiiHH Ha coHCKa- 
HHe yneHOH CTeneHH KaHflHflaTa 6HOJioraHecKHX HayK, MocKBa, 
1985. 148 c.]. 

Pe3yjibTaTbi 3KcnepHMeHT0B o6pa6aTbBajiH CTaracTHHecKH. 
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flJIfl BHftBJISHHH 3H£l t IHMOCTH HBMeHeHHH HC HO Jib 3 OB3JIM HenapaMeT- 

pmiecKHH MeTOfl BmiKOKCOHa ajih conpHxeHHbix BapHaHT. 

Bbuio npoBefleno 2 cepira BKcnepHMeHTOB no 6-7 jkhbothux 
b KaacaoK. OnuTW noKa33JiH, «to coeztHHeHHH VIII h IX b «o3e 
5 1,0 mt/kt, BHyTpraeHHo 3HaqHTejn>Ho yMem>maH)T cpeaHroio Bejw- 
Tjmjy noffbeMa cerMeHTa ST Ha MHewte c tb e hhhx oTBeaeHHHX snn- 

KapflHaiLbHOH SJieKTporpaMMbl BO BpeMH 5-MHH2TTHOH OKK2D03KH Be- 

HemioH apTepMH. IIpw 3T0M, ecjiH coeflHHeHHe VIII Ghuio 3<£$eK- 
thbho TOJibKO bo BpeMH okkm)3HH, npoBOflHMoii cpa37 nocne ero 
10 BBeaeHHH, to BemecTBo IX oG-aajiajio npoTHBOsnueMnuecKHM fleiic- 
TBHeM b Te^eHHe 40 mhhyt nocjie Bnenenun (TaGji.28,29) . IIpo- 
TOTHn XXIII odJiaflaeT nofloGHHM fleficTBHeM Ha aaHHOH Moaejut, 
oflHaKo oh aeiicTByeT toubko np« hoctohkhom Kan©jn>HOM BBeae- 

HHH. npH BBefleHHH GOJDOCOM ero fleHCTBMe GblJIO KpaTKOBpeMeHHbJM 

15 (fig.l). BepanaMmi Tarace yjiyqniaeT $yHKUHOHajrbHoe coctohhh6 
oqara mneMHH Ha aaHHoii MoaejiH, oflHaKQ oh sHa^iHTG jeb ho yrHe- 
TaeT coKpaiTHTe jib Hyio fr/mayao cepaua I IIopHH H.B.; iUHccepTa- 
UHH Ha coHCKaHHe yueHOH cTeneHH KcumnaaTa GHoaoriraecKHx Ha- 
y«, MocKBa, 1985, 148 c.l. 

20 TaKHM o6pa30M, coeflHHeHHH VIII h IX 06-naflaiOT onpe«e- 

jieHHHM npoTPDBOHineMiwecKHM ^eiicTBHeM, Ko-ropoe, nO-BH2HMOMy , 
cBsaaHO c yMeH&meHHeM noTpeGHOcTH eepnna b Kwcjiopose aa 
c*ieT OpaflHKapflHH. npeHMymecTBO nepea npoTOTiraaMH (BemecTBo 
XXI 1 1' h BepanaMttn) aaKjnoxiaeTca b tom, uto BbiHBJieHHbie coe«H- 

25 HeHHa, BH3HBas GpanHKapflino , He yrneTaioT Uajse KpaTtcoB peMeH- 
ho) coKpaTHTejmHyio $yHKmno cepana, a coeflHHeHHe IX no cpaB- 
HeHmo c VIII aeHCTByeT Goiiee flJuraejubHo Ha MoaeJiH HeaocTa- 
to^ihocth KopoHapHoro KpOBOOGpamSHHH . 

IIpencTaBJieHHae aaHHbie no3BOJiHJiif BbicKasaTb npeanojioKe- 

30 Hue o tom, ito coeflHHeHHH VIII li IX othochtch k HOB oh rpyn- 
ne aHTHaHrHHanBHHX epeacTB - cejiercrHBHUM GpaflHKapflHuecKHM 
areHTaM Tuna $anjmaMHJia (OTpyKTypHUH anajior BepanaMmia) . 
OHHaKO 3TO npeflncwioxeHHe Hyxaaaocb b aaabHeinneM noaTBepacae- 
hhh, rsk uero Ghjio npoBe^eHo pacnrapeHHoe aoKarranraecKoe Hsy- 
35 qeHHe coejjHHeHHH IX, khk HaHGoaee aKTHBHoro. 

flJIH H3yqeHHfl BJIHHHHH coeaHHeHHH Ha COKpaTHTejffiHyiO H 

HacocHyro fcyHKinoi HmeMH3HpoBaHHoro eepaua npoBOflrcnH sKcnepn- 
MeHTH Ha aHecTe3npoBaHHbtx HeMGyrajioM (40 mt /kt, BHyTpHBeH- 
ho) KomKax MaccoH 3,0-4,5 kt. B ycjioBHHX otkphtoh rpyflHoii 
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KJieTKK 7 aCHBOTHblX COSflaBajIH OKKJD03HK) nepeflHefi HHCXOflflmeH 

BeTBH JieBOH KopoHapHoii apTeppoi RJUiTejLbuocTb® 20 hjlh 40 mh- 
HyT, KOTopan CMeHHJiacb 30 turn 60-mhhtthoh penep$73Keif, co- 

OTBeTCTBeHHO. C nOMOIUbK) SJieKTpOMaTHHTHOrO H3MepHTeJIH noTOKa 

5 KpoBH MFV-1200 $hpmh "Ninon Kohden" perncTpKpoBajiH $a30Bjno 

KpKByiO CKOpOCTH KpOBOTOKa B BOCXOaflmeft tiaCTH flyTH aopTbi. 

PacqHTHBajnM noKasaTejiH r eMoa KHaMMKM w aeaTejiLHOCTH cepaua. 

nOflCUHTWBaJIM KOJDTOeCTBO CJiy^aeB B03HHKH0BeHHH apHTMHH. 8 

SKcnepMMeHTax c 40-MHHyTHOH HmeMneH epa3y nocjie 60-h mhh7tu 
10 penep$73HH eepaua BHpe3aJM, ocTaHaBJiKBa/iH xojioaHWM rraiepKa- 

JlHeBblM paCTBOpOM. paoAejIHJIH 7C JIOBHO- KHTaKTHyfO h HineMM3Kpo- 

BaHH3m 30HH MHOKapaa JieBoro tteji7aoqKa m 3aMopaacHBajui hx b 
raiflKOM a30Te. B 30Hax MKOKapaa onpeae-UHJiH coaepacaHHe AT$ 
reKcoKHHasHbiM MeToaoM. Bcero 6bljio npoBeaeao 4 cepra 3Kcne- 

15 PHMeHTOB (2 KOHTpOJIbHbie H 2 OCHOBHHe) IIO 12 KOffleK B KaatflOH. 

IIoJiT^eHHHe pe37JibTaTy oOpaOaTHBajm cTaTHCT*rqecrai. 3Ha^M- 
MocTb pa3JiPiqHK onpeaejiHJiH e noMombio t-KpnTepHH CTBIOfleHTa ML 
MeToaa to^hoh BepoHTHOCTH $mnepa. 

Ohhth noKaaaiiH, ^lto b 7cjiobhhx 20-mhhtthoh okkjdoshh k 
20 noejiea7K5m,eH 30-mhh7thow penep$73MH KopoHapHofi apTepim. coe- 

flHHeHKe IX (1,0 MT/KT 6OJB0COM Cpa37 nOCJie 0KKJTO3HM + 50 
MKr/KT/MMH B Teuefffie 30 MHH, BH7TpKBeHHO) B SHaUHTeJIBHOM 

Mepe npeaTiipeJwaeT TTHeTeHHe ooKpaTHTe jib hoh qthkhkh eepaua, 
BH3HBaeMoe mneMiwecKHM noBpewaeHHeM. IIpn stom aeftcTBHe Be- 

25 nrecTBa IX npoaojurajioeB b TeweHKe Bcero 3KcnepHMeHTa, b to 
BpaMH KaK 3$$eKT npoTOTHna XXIII npoaojiKajieH b Teqeraie okk- 
Jifoanfl it nepBUX 10 mhhyt penep$73KK. K37<iaeMoe coeaHHerae IX 
b 3H3HKT ejub hoh Mepe npeaoTBpaajajio TMeHBmeHKe cwcTOjoraecKoro 
BtiSpoca, BMecTe c TeM f cepae T 4HHH BuOpoc noaaepaaiBajicH b 

30 3Ha^KTejn>Ho MeHBmeH CTeneHK, uto CBH3aHO. no-BnaHMowy, co 

SRBMHTBJLbKGpi OpaaMKapaHeM, BH3UBaeMOH 3THMH COeaHHeHHHMH 

(fig.2, 3). 

B KOHTpOttbHOH CepHH OIIblTOB 7 3KHBOTHHX BO BpeMfl OKKJD0- 
3HH H penep$73MH tiaCTO BOSHHKHJLK apHTMHH paBJIlTOHOH THJfteCTH. 

35 CoeanHeHne IX He TMeHLmaiio KOJowecTBa apuTMrnc, B03HHKaromjix 

B 3THX 7CJTOBHHX. 

IIpw Soiree THacejioH mneMHH ( 40-MHH7THaH okkjdo3HH m 
60-MHH7THafl penep<S73Hfl KopoHapHofi apTeprai) eoeaHHeHHe IX 
Tarace b SHamiTejEbHOH Mepe irpea7npe«aaeT TTHeTeHPie eoKpaTH- 
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TejrbHOH $yuKimn cepjwa, Bbi3fcmaeMoe HmeMmec khm noBpexaeHHeM 
MHOKap^a. Coe^HHeHHe IX b 3HamiTe jo> hoh Mepe npeaoTBpamajio 
TMeHBffleHHe cMCTOJurqecKoro Bbi6poca> npH stom oho npaKTHuecKH 
He BJinfljio Ha H3MeHeHHH cepaeraoro BtiSpoca (fig. 4). CoeaitHe- 
5 Hue IX b 3TMX ycjioBHHX Tarace, KaK k np« dojiee JierKoA rane-. 
mhh, He yueuhmajio mzuraecTBa apHTMHH, BosHHKajonmx b OTBeT 
Ha OKKJD03HK) h penep$yaHK) BeHe^moro cocyaa. 

Iloojie 40 MHHyT okkjho3hh k 60 MHHyT penep$y3HH Kopo- 
HapHow apTepHH b nmeMH3HpoBaHHOM MHOKapse, no cpaBHeHmo c 

10 yCJIOBHO- HHT3KTHOH TKaflblO, 6UJLO pe3KO CHH2KeHG coaepacaHHe AT$ 

(-46,4+5,6%) . CoeflHHeHHe IX b stkx ycjioBunx yBejinuHBaJio co- 
He p^caHne AT* b MHOKapae HmeMH3HpoBaHHOH 3ohh, He3HaqHTejn>Ho 
yMeHBmaa ero b yc jiobho- KHTaKTHLcx oGjiaoTHX, b to BpeMH KaK 
npoTOTKn He bjbaxji Ha stot noKa3aTejn> (fig, 5). 

15 TaKHM o0pa3OM, coeflHHeHHe IX b ycjioBHsix ran6MHH pas- 

jhwhoh fl JiHTe jib hoc t h h nocjreayioine& penep$y3HH BeHeqHoro eo- 
cyjta b onpeaejieHHOH Mepe npeaynpeawaeT yrHeTeHHe HacocHoA h 
coKpaTHTe Jib hoh $yHKitHH cepjwa. BemecTBo, b oTJiiwHe ot npo- 
TOTHna, yBejiM^HBaea? coflepacaHHe AT$ b HmeMH3HpoBaHHOM mko- 

20 Kapae. 

Xopomo M3BecTHo, *ito KjracoifqecKHe npenapaThi OpajtffKap- 
airaeoKoro Tuna aencTBHH - anHHHEKH h $anKnaMHJi oSjiaaafOT 

3 Ha^IHTe JEb HUM aHTKapHO?MHqeCKHM 3<£$eKT0M. B CBH3H C 3THM 

npeflCTaBjiHJiocB HHTepecmw nsymnrt aeficTBKe coeaHHemm IX h 
25 XX Ha pa3JUMHfcix MOfleJiax HapymeHKH cepfle^moro pHTMa. 

AHTHapHTMimeCKag aKTKBHOC Tf> 
AHTHapHTMPWeCKHe CBOHCTBa 3aflBJIHeMbIX coeaimeHHH H3y- 

^ajiH Ha aapeHajiKHOBOH MOflejiH y SoapcTByiomPfx kpojihkob, xjjo- 

piWKaJIbI5HeBOM H aKOHKTHHOBOH MOjeJIHX y GoapcTByromKX KPHC, 
MOfleJIH $HGpHJIJIHItHH ^eJiyflO^KOB y HapK0TH3Hp0BaHHHX KpbIC H 

MOflejiH no Harris y 6oapcTByromifx co6aK. 

AjpeHagHHOBag apHTMHH. KpojEHKy Maccojt 2,5-3,0 Kr b 
KpaeBy© BeHy yxa bboaiuih aapeHaJuma rimpoxjiopim b BH#e 0,1% 
pacTBopa b aose 120-150 mkt/kt, BU3bmaBimiH b Te^emre 6-7 
mhh HapymeHHH pMTMa cepjma flByx tkhob. B oehhx cjayxianx, ec- 

JEK npHMeHHJEHCB O^eHb BHCOKHe ROBbL aflpenajiKHa (150-160 

mkt/kt) , cpa3y ace nociie BBe^eHKH BemecTBa Bosmncajia ncum- 
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Torman SKGTpacHCTOJiHfl, cMeHflioiiiaflCfl o6hhho raeJiyflOHKOBoii Ta- 
XHKapjmew hjth OHSpKJiJiHipea sceJiyflOHKOB. B apyrmc cjiynanx ace- 
JiyflOHKOBaa 3KCTpacncTOJiHH B03HHKajia Ha $OHe pe3Koft 6pajoi- 
KapflHH c aTpHOBeHTpHKyjinpHOH 6jioKa£ofl pa3JiHHHbJX cTeneHeS, 

5 KOTopan nepe3 2-3 mhh nepexojiHJia b nojniTonHyio 3KCTpacHCT0- 
jmk) h «eJiyflOHKOByio TaxHKap jihh) . BpaflHKapOTH b 3 tom cjiynae 
hocht pe$JieKTopHHH xapaKTep b OTBeT Ha pe3Koe noBbmiemie uqr 
bjihhhhgm aapeHajMHa apTepHajibHoro jiaBJieroiH. 

Mepe3 30 MHHyT nocjie onpeaejiemifl apuTMoreHHOH ^03bi 

10 aapeHajiHHa bbootjm BHyTpHB ghho HccjieayeMoe coeflHHeHHe b 3 

MJI flHCTHJIHpOBaHHOfi BOflH H 3aiTHCHBaJIH 3KT BO II CTaHflapTHOM 

OTB8J16HHH. Hepe3 2 mhh nocjie BBeaeHH5i H3ynaeMoro coeflHHeHHH 

nOBTOpHO BBOJ5HJIH aflpeHaJMH B apHTMOreHHOS fl03e. AHTHapHTMH- 

HecKyio 3$$eKTHBH0CTb 3asBjraeMoro coejQHHeHHfl onpeaejiHjra no 
15 ero cnocoSHocra npeflOTBpamaTb raSejib kpojmkob ot JieTajibHOH 
$HSpHJiJiHEtHH KejiyaoHKOB h nojfflocTbK) npeaynpeacflaTb B03HHKH0- 
BeHHe apHTMHM. KaK bhziho H3 TaOjmiiH 30, coeaHHemra IX h XX 
0Ka3HBaroT BHpaHceHHtia aHTHapHTMHHecKHH afcc&eKT, noHTH He yc- 
TynaH Ha stoK MoaejiH BepanaMHJiy h nponpaHOJiojiy, aHraapHTMH- 

20 KaM 4 H 2 KJiaCCOB, COOTBeTCTBeHHO, H 3HaHHTeJIbH0 npeBOCXOflH 
aHTHapHTMHKH 1 KJiaCCa (XHHHflKH H JIHflOKaHH) . 

XJiopHJiKajibmieBaH apHTMHa y Kpbic. B Hainnx SKcnepHMeH- 
TaX Mbl HCn0JIb30BaJIH HeJMHeMHbDC SoflpcTByioupix kphc Maccoa 
180-200 r\ KOTOpHM B XBOCTOByK) BeHy BBOflHJIH 250-300 MT/KT 

25 xJiopHfla KajibUHH b BHjie 10% pacTBopa. B SojibimiHCTBe cjiynaeB 
0n6pHJiJiHiiHfl scejiyaoHKOB B03HHKaeT Ha 1-2 MHHyTe nocjie BBeae- 

HHfl. y OCTaJIbHHX 3KHBOTHHX - Cpa3y Ke nOCJie BBefleHHfl B03HH- 

KaeT pe3Kan CHHycoBan 6paflHKapflHfl c acejiyflOHKOBHMH 3KCTpa- 
cHCTOJiaMH Ha $OHe apTHOBeHTpHKyjiflpHOH SjioKaflH, KOTopHe ne- 
30 pexoziHT b KopoTKHl! 3ajm KejiyjaoHKOBoa TaxHKapflHH, Taicace 3a- 
Bepuiafomeacfl $H(5pHJiJiHi{HeH acejiyaoHKOB. 3aaBjraeMbie coeflHHeHHH 
IX h XX, BBe^eHHHe 3a 2 mhh ro BBeaeHHH xnopHjia KajibijHfl, 
npeflOTBpamaiOT ra6ejib HCHBOTHbix ot JieTajibHbM $h6phjijihl[hh ace- 
JiynoHKOB. KaK cjie^eT H3 TaSjnmbi 30, cpeflHHH 3$$eKTHBHHe 

35 fl03bl COejlHHGHHK IX H XX COCTaBJIHBDT 1,0 H 2,03 MT/KT. COOT- 
BeTCTBeHHO, HTO CBHfleTeJlbCTByeT 06 HX 3HaHHTeJIbH0H aHraa- 
pHTMH^ieCKOH aKTHBHOCTH. Ha 3T0H MOfleJIH COeflHHeHHe IX B 50 H 

7,5 pa3 aKTHBHee HOBOKairaaMHfla h jmaoKaHHa, cooTBeTCTBeHHO. 

AKOHHTHHQBSLH aPKTMHfl. A KOHHTHHOBVIO apHTMHK) BH3HBaJlH y 
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50flpCTByK>U(HX KpbIC MaCCOH 180-200 T, BBOflfl B XBOCTOByK) BeHy 

pacTBop aKOHHTHHa-cyjib$aTa b fl03e 40-50 ukt/kt. IIpH stom 
B03HHKajM HapymeHHfl puTMa cMeiuaHHoro npencepflHo-acejiyaoHKo- 
Boro xapaKTepa, npeflCTaBJiniomHe co6oa o6hhho nojiKTOimyK) skc- 
5 TpacHCTOJiHK). HccJieayeMHe BemecTBa bboahjih BHy tphb eHHO 3a 
1-3 MUHyra ro BBeaeHHH aKOHHTHHa. ED 50 paccHHTbiBaJiH no Me- 

TOfly JlHTH$HJma. 

Oiihth noKa3ajra, hto Ha aKOHHTHHOBoE MOflejiH coejiHHeHiie 
IX TaioKe npoHBJiHJio BbicoKyio arcraBHocTb, ero ED 50 cocTaBHJio 
10 1,2 Mr/Kr, a LD S0 npn BHy tphb eHHOM BBejieHHH - 31,5 Mr/Kr. 
aHTHapHTMHHecKHH HHfleKc (LD 50 /ED 50 ) - 26.2 (Ta6ji.30). IIo 

aKTHBHOCTH 3T0 BemeCTBO IipeBOCXOflHT H3BeCTHHe aHTHapHTMHKH 

I KJiaCCa - XHHHflHH H JIHflOKaHH B 4,4 H 6,5 pa3, COOTBeTC- 

TBeHHO h UMpoTa ero TepaneBTHHecKoro fleiicTBHfl 6ojibiue, neM y 
15 BHine ynoMHHyTHX STajioHHHX npenapaTOB. 

H3VHeHHe IipOTHBO(f)H6pHJIJ3HTOPHblX CBOHCTB COeflHHeHHH IX 

h XX b onHTax Ha Koucax. 3KcnepHMeHTH npoBoj^Hjra Ha HapKora- 
3HpoBaHHHX aTaMimaji-HaTpHeM (60 Mr/Kr, BHyTpHSpioiiMHHO) KpH- 
cax caMiiax MaccoS 180-240 r b ycjioBHHX bckphtoh rpyjmoa 

20 KJieTKH H HCKyCCTB8HH0rO flbiXaHHfl. y HCHBOTHbK C nOMOIl(bK) Cne- 

UHajibHoro npHcnoco6jieHHH BH3biBajiH okkjie)3HK) JieBoS KopoHapHOfi 
apTepim b 1-2 mm ot ee Hanajia. *Iepe3 7 MHHyT npoH3BojiHJiH 
penep$y3HK). HMeHHo b stot nepaofl no rbhhhm. pnm HccjieaoBa- 
Tejiefi [ Krzeminski T. . Grzyb J., Kurcok A., Brus R. ; Pol. 
25 J. Pharmacol., 1992, 44,Suppl., 169-170. ] B03HHKaeT Han- 
SoJibiuee KOJMHecTBo (70-100%) $h6phjijihiihH »eJiyzi0HKOB. 3Kr bo 

II cTaHflapTHOM OTBeaeHHH peracTpHpoBajm c noMombio npH6opa 
n MHHrorpa$-81". noflCHHTbiBajM KOJMHecTBO cjiynaeB $h6phjijihiihh 
xcejiyaoHKOB bo BpeMH okkjuo3HH h penepi>y3HH, apHTMHB onacHbix 

30 fljin KH3HH ($H6pHJiJiHimH + napaKCH3MajibHHe mejiyflOHKOBHe TaxH- 
Kap^HH), o6mee KOjranecTBo apHTMHfL B KanecTBe npenapaTa 

CpaBHeHHH HCn0JIb30BaJIH H3BeCTHblK aHTHapHTMHK 60HHeKOp [ 

rpwropbeBa E.K. , TopSyHOBa B.B. ; B c6. : "Hobhh aHraapHTMH- 
necKHH npenapaT OoHHeKop (ffiapMaKOJioran h k JMHHHe cko e npHMe- 
35 HeHHe) 11 , 1993, M. , 64-67. ]. BemecTBa bboahjih BHyTpHBeHHO b 
cjieayioiitHX ao3ax: 6oHHeKop - 1 Mr/Kr; coeiOiHemie IX - 2 
Mr/Kr; coeflHHeroie XX - 1 Mr/Kr. B KOHTpojibHOH cepHH onbiTOB 

BHyTpHBeHHO BBQJ&UM SKBHBaJieHTHHH o6teM $H3H0JI0rHHeCK0r0 

pacTBopa (1 MJi/Kr). Bcero 6hjio npoBeaeHO 4 ceprai SKcnepH- 
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MeHTOB Ha 80 Kpncax. Pe3yjibTara noflBeprajni cTaTHCTHHecKOH 
odpadoTKe. IIpoBOflHJiH danbHoe niKamipoBaHHe BHdopoK: OTcyTC- 
TBHe apHTMHH - 0 SajiJioB; sKCTpacHCTOJiHfl - 1 dajui; napaKCH3- 
MajibHan acejiyflOHKOBan TaxHKapjoHfl - 2 dajuia; $h6phjijihiihh ace- 
5 jiyjioHKOB, B03HHKiuaH bo BpeMfl penep<I>y3HH - 3 dajuia; $HdpHJi- 
jifliflifl, B03HHKiiiaH bo BpeMH okkjho3HH BeHeHHoro cocyaa - 4 
dajuia. 3HaHHM0CTb H3MeHeHHH onpeaejiajiH c noMombio MeTOfla 

TOHHOH B epOflTHO CTH $Hfflepa H MeTOfla BHJIKOKCOHa flJIfl HeCBH3aH- 
HHX BbldopOK. 

10 KaK noKa3ajra [ Krzeminski T., Grzyb J., Kurcok A., 

Brus R. ; Pol. J. Pharmacol-, 1992, 44, Suppl., 169-170. ], 
7-MHHyraaH okkjik)3Hh h nocjieflyroman penep$y3Hfl KopoHapHOH ap- 

TepHH y HapKOTH3HpOBaHHHX KpbIC BH3HBaK)T $HdpHJIJI5mHH ECeJiy- 

flOHKOB b 68-100% cjiynaeB. TaKHe npenapaTH KaK fle$H6pomzi h 
15 npocTaqHKJiHH yMeHbinajm KOjnraecTBO $HdpHJiJiHiiHa. Ha aaHHoS 
MOflejra HapyiueHHH pHTMa cepjma mh H3yHHJin npoTHBO$K6pnjiJiH- 
TopHoe aeKcTBHe npoH3BOflHHX 2-MepKanTo6eH3HMHfla30Jia. B Ka- 
necTBe npenapaTa cpaBHeHHfl 6hji Hcnojib30BaH doHHeKop (1 
Mr/Kr) , kotophH no aaHHHM, nojiyneHHHM b HaiueH jiadopaTopHH, 
20 odjiaaaeT 3HawrejibHHM npoTHBo$HdpHJUiHTopHHM flencTBHe [ rpn- 
ropbeBa E.K. , ropdyHOBa B.B. ; B cd. : "Hobhh aHTHapHTMHHOCKHfl 
npenapaT doHHeKop ((JapMaKOJiorHH h KJiHraraecKoe npHMeHemie) 11 , 
1993, M, 64-67 ]. 

OlIHTH nOKa3aJIH, HTO B K0HTp0JIbH08 CepHH $HdpHJIJIHIIHH 

25 acejiyflOHKOB B03HHKaJM b 15 cjiy^anx H3 24 (62,5%), a onacHHe 

flJIfl XCH3HH apHTMHH (<jHdpHJUIHIIHH+napaKCH3MaJIbHHe JKeJiyflOHKOBHe 

TaxHKapjOHH) b 22 cjiynanx (91,7%). B sthx ycjioBHHX STajioHHHH 
npenapaT doHHeKop 3HaHHTejibH0 yMeHbuiaji KOJiHHecTBo $HdpHjiJi5i- 
Ujm ^ejiy^oHKOB h onacHHX jyin HCH3HH apHTMHH. Ilpn 3T0M yMeHb- 
30 uiajiocb KaK odmee KOJiHHecTBo apHTMHH, TaK h hx TflacecTb, oiie- 
HHBaeMaa c noMombio danbHoro uiKajrapoBaHHfl. 

CoeOTHeHHe IX b R03e 2 Mr/Kr TaioKe, KaK h doHHeKop, 

3HaHHTeJIbH0 yMeHbfliaJIO KOJIHHeCTBO $H6pHJIJIHIIHH HCeJiyflOHKOB H 
OnaCHHX flJIH 2CH3HH apHTMHH. IlpH 3T0M CHHHCaJiaCb H TH3K6CTb 

35 apHTMHH (TadJi. 31). BemecTBO X b fl03e 1 Mr/Kr npoaBJiHJio 3a- 

MeTHyK) TeHfleHIIHK) K CHH3KBHHK) KOJIHHeCTBO gJHdpHJIJIHItHH HcejiyaoH- 
KOB, 3HaHHTeJIbH0 yMeHbUiaJIO HHCJIO OnaCHbDC flJIfl 3KK3HH apHTMHH 
H HX TflHCeCTb (TadJi. 31). 

TaKHM odpa30M, H3ynaeMHe BemecTBa odJiaaaioT npoTHBo- 
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$H6pHJraHTOpHHMH CBOHCTBaMH. CJLejjyeT OTMeTHTb , UTO KJiaCCH- 

tiecratn npenapaT GpaflHKapaKqecKoro rana aeHCTBHH oJihhhhhh 

TaKWe 06JiaflaeT npOTHBO$H6pHJLttflTOpHOH aKTHBHOCTBK) C 

Upriohard A.C.G., Chi L. , Lynch J, J. et al.; J. Cardiov. 

5 Pharmacol., 1989, 14, 475-482. ]. 

Apktmhh y SogpcTBymnmx coGaK no Harris . 3kc ne pHMeHTW 
npoBOflHJiH Ha OecnopoHHHX eoOaicax oGoero nojia MaccoH 9-14 
kt . Khboo?hum b yejioBHax HapK03a (HeMSyTaii 40 mt/kt, BHyTpH- 
BeHHo) if HCKyccTBeHHoro flfcixaHKH npoH3BOflHJiH flByxcTeneHHyro 

10 nepeBH3Ky nepeflHefi Hucxoaameii botbh neBon KopoHapHoii apTe- 
Phk. ^epea 24 <iaea y coGaK b cboGoshom noBeaeHHH perncTpH- 
poBajm ctohkh© HapymeHHH pHTMa cepjma Ha 3KT. CoeflHHeHHH IX 
h XX BBOfliuiH BHyrpKBeHHo 3 BOflHOM pacTBope B fl03ax 2,0 
mt/kt. Pe3yjn>TaTU SKcnepHMeHTOB oGpaGaTfaiBam CTaTHCTiraecrai 

15 C HCIIOJIL SOBaHKGM t-KpHTepHff CTBfC«eHTa. 

Oimth noKasajm, *ito coeaHHeHHe IX nocTeneHHo BH3&maeT 
3HatoiTejibHyK] 6paanKapaHio. AHTKapHTKuraecKoe aeiicTBHe BemecT- 
Ba OTMe^ieHo y scex xkbothhx, He cmotph Ha bhcokkh hcxohhwh 

ypOBSHB 3KTOIIHqeCKOH aKTHBHOCTK. flJIHTeJTbHOCTB 3$$etcTa flOC- 

20 TKraJia 50 mkhjtt , npoTOTrai XXIII aeHCTBOBaji 3 HauHTe jh> ho 
MeHLfflee BpeMH (Ta6ji.32, 33). GaeflyeT OTM9TKTB , q^o y 2 co- 
GaK H3 5 Ha $OHe aeScTBHfl BemecTBa IX HaGjnoaajiocb yMepeHHO 

BUpa^CeHHOe COCTOHHHS BO30y3KfleHHH, HM9HHO C 3THM, nO-BHHHMO- 

My, cBHaaHo oicyTCTBHe 3Hatorrejn>HOK GpaflHKapflHH cpasy nocoie 
25 BBeaeHHH npenapaTa. 

CoeflHHeHHe XX He3aBHCHMO OT ypOBHfl HCXOflHOH 3KTOIIH- 

qecKOH aKTHBHocTH cepHUa Tarate Bbi3HBajio 3 HauHTe jib Hyio ripaflK- 

KaptfHD. OOOiaBaJIO BemeCTBO H aHTHapHTMHtieCKOM 3KTHBHOCTBK) 

(Ta6ji.34, fig. 6). IIpH 3Tom b ontrrax c bhcokhm ypoBHeM skto- 
30 nrai (Nl h N4) aHTMapHTMiwecKMK sqp^eKT 6wi Bupa*eH 0Jia6o k 
npoflo^KaJicH 10-15 MHHyT. B oirare c yMepeHHOH 3KToniraecKOH 

aKTKBHOCTbtO (N3) HOfl BJLHSHH8M COeflHHeHHH HafiJEOflaJIOCB nOJTHOe 

noflasjieHHe apHTMHH, a TeHfleHijHH k BoecTaHOBJiemco oTMeuajiacB 
Ha 30-40 MrayTe. B onbiTe N2 aHTHapOTMiraecKHH 3$$eKT Gbui bbi- 
35 paaceH HesHamiTejiBHO h KpaTKOBpeweHHO. BaacHO OTMeTHTB, *ito 
Hcwce b Tex ontnrax, b kotophx aHTHapHTMjraeeraiif 3$$eKT pacite- 
HMBancfl KaK cjiaObiH hjlh He3Ha*mTejn>HHH (npH pac^eTe npoueHTa 
3KTomwecKHX coKpamemal) BemeCTBO XX OKasuBsuro GjraronpHHT- 
Hoe aeHCTBMe . Oho BupaacajiocL b tom, mio yc TpaHH jihcb napaK- 
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CH3Mb! JfteJiyflOtlKOBOH TaXHKapflHH H SKCTpaCKCTOJIHH K B03HHK3JI 

PHTM 6ojiee cTafiiuibHbm. CoeflHHeHHe XX xopoino nepeHocHTCH jkh- 

BOTHfalMH H, B03MOJKHO, OQjiaflaeT HeKOTOpblM CeflaTHBHfctM fleHCTBH- 

5 TaKHM o6pa30M, coeflimeHHH IX h XX oKa3bffiaioT BwpaxeH- 

Hoe aHTHapHTMiwecKoe aefiCTBHe h He BW3braaK)T 3aMeTHhix no6oq- 

HbDC HBJieHHH y 6OflpCTByi0«KX coOaK C JKeJiyao^KOBUMK HapyffleHHfl- 

mm cepae^Horo pHTMa. 

MTaK, cpeflH npo«3BoaHHX 2-MepKanTCK5eH3HMKjia30Jia Han- 
10 new BemecTBa, BUBUBemute 3Ha*iHTe jn* Hyro Spa^HKapaHJo k npaK- 

TFfqeCKH He BJIHHKDIUKe Ha SpyTHe HOKa3aTeJIH reMOflHHaMHKH h fle- 

HTejcbHOCTH cepsua, tiTo nosBOJiaeT hx othgcth k rpynne cnetof- 
$*wecKHX 6paflHKapaHqecKHX cpejcTB. 3th coeflHHeHHH odJiaaaaJT 

3aMeTHHM npOTHBOHffleMHUecraiM H aHTHapHTMHqeCKHM fleHCTBHeM. 

15 



Fig.l. BJTHflHHe coeflHHeHHH XXI II (1,0 Mr/Kr+50 
mkt/kt/mhh, BHyrpHBeHHo) Ha epeflHJoio BejiOTHHy nojrc>eMa cer- 
20 MeHTa ST Ha 3nHKapziHajii>H0H ajEerarporpaMMe bo BpeMH S-mhhjtt- 

HOH OKKJD03HH KOpOHapHOH apTepHH. IIO OCH OpflHHaT - CpeflHHH 

noffBeM cerMeHra ST b mb; no och a6cupicc - BpeMH okkjdoshk h 
penep$y3HH BeneuHOH apTepraf b mhh. 1 - kohtpojib Han okkjdg- 
3hh; 2- okkjeoshh cpa3y nocjie Ha^suia BBeflemtH coeaHHeHHH; 3 
25 - uepe3 20 Mjrayr. * -p<0,05; ~- p<0,l no orHomeHuro k koht- 

pOJEbHOH OKKJE03HH, 

Fig. 2. BjiHHHHe coeamieHKH IX Ha HacocHyro h coKpara- 
TejiBHyjo $yHKmfH cepaua b ycjiOBnax 20- MHHyrHOH okkjboshh k 
30-MHHyTHoii penep$y3HH KopoHapHOH apTepHH. Ho och opflKHaT - 
30 H3MeHeHHH k HcxoflHOMy ypoBHX) b %; no och aficmicc - BpeMH 

OKKJD03KH H penep$y3KH B MHHTTaX. I - CHCTOJOiqeCKHfil BuSpoc; 

II -cepflexiHHH BHOpoc; III - cpejiHee ycKopeHHe KpoBOTOfca b 
aopTe. WM - kohtpojib ; | H | - coejpiHeHHe IX. ii - p<0,i; * - 
p<0,05; ** - pK0,01 no OTHomeHiBD k kohtpojeo. 
35 Fig. 3- BjiHHHHe coe^HHeHHH XXIII Ha Hacocnyio k coKpa- 

THTejffbHyio $yHKurai cepjma b ycjioBHHX 20-mhh3?thoh okkjho3kk h 
30-mhhtthoh penep<£yBHH KoponapHoii apTepun. Ho OCH OPflHHaT - 
H3MeHeHHH k Hcxo^HOMy ypoBHM b Z; no och afieimcc - BpeMH 

OKK3D08HH H penep$y3HH B MHHyTaX. I - CHCTOJOWeCKHH BHGpoc ; 
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II -cepfle^HHH BH6poc ; III - cpeanee ycKopeirae KpoBOTOKa b 
aopTe. MB - kohtpqjh>; | H I - coeflHHeHHe XXIII, li - p<O f l; 
★ - p<0,05; ** - p<0,01 no oTHomeHWo k kohtpojdo . 

Fig. 4. BJUiaHKe coeflPffleHHH IX Ha reMoaHHaMHKy h flen- 

5 T6JEBH0CTB CepflUa B yCJIOBHHX 40- MHHyTHOM OKKJED3HH If 60-MH- 

HyTHoii penep$y3HH KopoHapHOH apTeprai. no och aScitHcc - Bpe- 
mh OKKJD03MH h penep$y3WH b MHHyTax; no OCH OpflMHaT - H3Me- 
HeHKH noKa3aTejieH b %. Tpa$HK - KOHTpojn>; ctojiGhkh - coean- 
HeHKe IX. ~ - P<0,1; * - p<0,05; ** - p<0,01 - no OTHoineHHio 

10 K KOHTPOJDO. 

Fig. 5. BjiHHHHe coeflHHeHKH IX Ha eoaepaiaHHe AT<D b hh- 
TaKTHOH k HmeMH3HpoBaHHOH 30Hax MHOKapfla JieBoro acejiyfloqKa 
KonieK nocjie 40- mhhjtthom okkjdo3kh h nocjreayKDmeH 60-mhh7thoh 
penep$73KH KopoHapHOH apTeprai. I mm! - HHTarcrHaH 30Ha mh- 

15 oKapfla HmeMH3KpoBaHHoro JieBoro ttejiysowa; IHBH - JrnneMHsw- 
poBaHHan 30Ha MHotcapaa. I - KOHTpoji&HaH cepHH; II - cepHH o 
BBeaeHHeM c oe jjhh©hkh IX. Ho och opnHHaT-coflepssaHHe AT$ b 
MHOKapae b MKM/r caporo Beca. ** p<0,02 - no OTHomeHmo k 
ycjioBHo-HHTaKTHOH 30He; ++ p<0,02 - no oTHonreHWo k kohtpo- 

20 M). 

Fig. 6,BJIHHHKe COeSKHeHHH XX (1,0 MT/KT, BHyrpHBeHHO) 

Ha araonH^ecKyio aKTHBHocTB cepaita y OoapcTByiamKX ooOaK no 
Harris. Ho ock aScitHcc - BpeMH nocjie BBeaeHHH BenecTBa b 
MHHyrax; no JieBOH och opsHHaT - HSMeHeHHH % ^acTora 3ktohh- 
25 uecraix coKpanjemra (KpHBaa); no npasod och opjtHHaT - H3Mene- 
hhh qacTOTU cepflemmx coKpameHHH B yj./MHH (ctojiGhkh). * - 

P<0,05 no OTHOnfeHHK) K HCXOflHOMy ypOBHK) #JIH 3KT0nH^'eCKOH 
aKKTHBHOCTH; + - p<0,05 HO OTHOffleHHK) K HCXOflHOMy ypOBHK) flJIH 

uacTOTH cepjexiHHx coKpameHHH. 

so 
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Taftn.l. BjmaHHe coeflHHeHHH VI Ha noBeaeHHe MhnneH jihhhh Balb/c 
b TecTe n OTKpHToe noae" (M + m x ) • 



McnojEb30-: 
BaHHhie : 




BHtflH aKTHBHOCTH 




fl03U : 
(MT/KT) : 


IIepH$epH- 
*iecKaa 


: IJeHTpaJLb- : BepTHKaiCb- : KojnraecTBo: 
:Han :Haa : fle$eKaujra : 


06njaH 


KOHTpOJII) : 
n-8 : 


8,8+1,6 


: - . : 1,0+0,7 : 
: : : ; 


8,8+1,6 


0,1 : 
n-8 : 


3,0+1,8 

* 


• — • — • — » 

• mm m 

• • • • 

• • • «, 


3,0+1,8 


1,0 : 
n-9 : 


3,3+1,3 


: - : 0,4+0,4 : - : 

• - • 

• • • • 


3,7+1,7 


10,0 : 
n-8 : 


3,1+0,8 
** 


• — • — • — • 

• • • 

• • • 

• • • • 


3,1+0,8 
** 



HpHMe^iaHHe: n - kojumgctbo khbothbdc; yok h - CTaTHCT*raecKH 
aocTOBepHHe oTJiwmz ot cooTBeTCTByioinero kohtpojih (P<0,05, P<0,01 

H P<0,001 COOTBeTCTBeHHO, t - KPHTepHH CTM)fleHTa) . 



Ta6ju2. BJiKHHMe coenHHeHHH XVI Ha noBeaeiuie MbnneH jihhhh Balb/c 
b TecTe "oTKpHToe noae" (M + m x ). 



McnojDb30-: 
BaHHbie : 




BHBbl 


aKTHBHOCTH 






AOBU : 
(MT/KT ) : 


IIepH$epH- : 
^ecKaa : 


IleHTpajH)- : 
Han : 


BepTHKajEb- : 
Han : 


KojuraecTBo: 
Be$eKaitHH : 


06man 


KOHTpOJEb : 

n-16 : 


17,4+3,2 : 
• 


0,2+0,2 : 
• 


• 


0,5+0,3 : 
• 


17,6+3,4 


0,1 : 
n-8 : 


3,3+1,1 : 
*** : 


• 


• 


3,0+0,7 : 


3,3+1,1 


1,0 : 
n-8 : 


5,3+0,7 : 
** : 




• 


* 


5,3+0,7 

•** 


5,0 

n-8 : 


7,0+2,8 : 




• 


0,5+0,5 : 

• 
• 


7,0+2,8 

•* 



Cm. npHMe^aHHe k TaGJi.l. 
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Ta6Ji.3. BnMHHHe coeanHeHwa XVII Ha noBeaeHHe mhesh jihhhm Balb/c 
b TecTe n oTKpbiToe nojie M (M + m x ). 



Mcnojib30-: 
BBHHHe : 




BMflbl aKTKBHOCTH 




(Mr/Kr) : 


IIepn$epH- : 


IJeHTpaiEb - : BepTHKaJEb - : 
Han : Han : 


KojiiraecTBO: 
fle$eKamra : 


OSman 


KoHTpoJib : 
n-16 : 


17,8+3,8 : 


• * • 
0,2+0,2 : - : 


0,5+0,1 : 


18,0+4,0 


0,1 : 
n-8 : 


4,0+1,0 : 

; 


0,5+0,5 : - : 

• • 

• m 


2,0+0,8 : 


4,5+1,5 

** 


1,0 : 
n-8 : 


7,7+1,9 : 
* : 


v • — • 

• • 

• • 

• • 


0,1+0,1 : 
• 


7,7+1,9 
* 



Cm. npuMe^amie k TaSji.l. 



Ta6ju4. BjiHHHHe eoeflHHeHHH XIX Ha noBefleHne MHmeft jihhhh Balb/c 
b TecTe "OTKpuToe noae" (M + m x )- 



Mcnojn>30- : 
BaHHue : 




BHHH aKTHBHOCTH 




aosbi : 
(mt/kt) : 


IIepH$epH- 
*ieeKaH 


: IJeHTpajEfa-:BepTHKaJib-: KojraqecTBO: 06man 
: Han :Han : fle$eKaiflKH : 


KoHTpoJib : 
n-8 : 


6,8+1,5 


: : : 1,0+0,7 
• i * 


:8,8+l,6 


0,1 : 
n-8 : 


2,7+1,0 


: 0,3+0,3 : - : 0,4+0,4 

• • « 

• • • 


:3,0+l,3 
: ** 


1,0 : 
n-8 : 


3,1+0,9 

** 


: 0,4+0,4 : 0,1+0,1 : 0,9+0,6 

• • • 

a • a 


:3,6+l,4 
: ** 


10,0 : 
n-8 : 


1,8+0,5 

_ i _ i _ t _ 
*\*\*\ 


: : : 0,5+0,5 

• • ♦ 

• • • 


:1, 8+0,5 



Cm. npHMe<iainie k Ta6Jt.l. 
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Ta6Ji.5. BjiHHHwe coejtHHeHHH III Ha noBeaemie MhnneH Balb/c-B Tecre 
OTKpuToe nojie" (M + m x ). 



Mcnojn>30- 
BaHHue 



BHflU aKTHBHOCTH 



(mt/kt) 


: IIepH$epH-: 
: ^lecKasi : 


IfeHTpaJEb- 


:BepTHKajn>-: 
:Han : 


KojiiTtiecTBo: 06maa 


KOHTpOJIb 

n-8 


: 16,8+ 2,7: 

• • 


1,8+1,7 


» — • 

• • 

• • 


2,0+0,8 


:18,8+ 6,8 


0,1 
n-8 


: 28,1+ 5,8: 

• • 

• • 


3,3+2,0 


: 0,6+0,4 : 

• • 

• a 


2,5+0,9 


:32,1+ 7,9 

• 


1,0 
n-8 


: 35,8+ 6,1: 

* * 


0,6+0,3 


• mm • 

• • 

• • 


2,5+0,7 


:36,4+ 6,4 

• 
• 


5,0 
n-8 


: 46,8+ 9,9: 
: * : 


0,3+0,3 


: 0,4+0,3 : 

• • 

• • 


3,0+0,7 


: 47, 5+10, 3 


10,0 
n-8 


: 56,1+12,2: 
: * : 


3,3+2,1 


• • 

• • 


2,0+0,7 


: 59, 4+13, 8 
: * 


20,0 
n-8 


: 24,0+11,5: 

• • 




• — • 

• • 

• • 


1,5+0,7 


: 24, 1+11, 5 

• 



Cm. npnMe*iaHHe k Ta6Ji. 1. 
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Ta6oi.6. BjiHHHue coeaHHeHHH III Ha noBeaeHHe MbnneH jlhhhh C57B1/6 
b TecTe "oTKpHToe nojie 11 (M + m x ). 



McnoJEb30uaH- : 
Ban Hue sou : 






BHfltl 


aKTHBHOCTH 




(mt/kt) : 


nepH$epn- 
TiecKaH 


• 


Hafl 




BepTHKajrb- 
Haa 


: 06maa 

• 


KoHTpcxttb : 
n-8 : 


109,8+10,0 


• 
• 


29,6+6,4 


• 


21,9+2,8 


: 161,8+11,3 

• 


0,1 : 
n-8 : 


109,4+ 8,3 


• 
• 


42,1+4,8 


• 
• 


19,4+3,4 


: 170,9+10,0 


0,5 : 
n-8 : 


118,4+ 9,0 


• 


42,1+7,5 


• 


22,6+2,0 


: 184,6+ 8,6 

* 


1,0 

n-8 : 


107,8+ 7,4 


« 

• 


35,9+7,6 


: 


22,3+3,8 


: 165,9+13,5 


5,0 : 
n-8 : 


130,8+16,8 


• 


28,8+6,9 


• 

• 


18,6+2,7 


: 177,8+20,7 


10,0 : 
n-8 : 


118,0+ 7,9 




23,6+5,3 




12,9+1,8 


: 154,4+13,3 


50,0 : 
n-8 : 


105,2+11,9 


• 


24,0+2,7 




12,1+1,3 


: 141,3+11,7 

• 



Cm. npHMexiaHwe k Ta&x.l. 
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Ta6Ji.7. BjuiflHue coeflHHeHna IV Ha noBeaeHHe Mbnnen jihhhh Balb/c 
b TecTe "OTKphiToe none" (M + m x ) - 



HciIOJDbSO-: BHflb! aKTHBHOCTH 



BaHHue 



ao3bi : 
(MT/KT) : 


IIepH$epH-: IleHTpajib- 
^ecKaa : hslh 


tBepTHKSUlb 

:Haa 


- : KoJuraecTBo : OSmaH 
:fle$eKaitHH : 


KoHTpojib : 
n-8 : 


5,5+0,8 : 

• 
• 


• 
• 


: 1,5+0,7 


: 5,5+0,8 

• 
• 


0,1 : 
n-7 : 


12,6+2,6 : 
* : 


• _ 
• 


: 0,6+0,5 


: 12,6+2,6 


1,0 : 
n-7 : 


11,4+2,3 : 
* : 


• 
• 


« _ 
• 


: 11, 4+2, 3 


5,0 : 
n-7 : 


13,6+3,5 : 
* : 


• mm 
m 


: 1,7+0,8 

• 


: 13, 6+3, 5 


10,0 : 
n-8 : 


9,5+1,9 : 
* : 


• 
• 


: 3,0+0,7 


: 9,5+1,9 


20,0 : 
n-8 : 


8,9+2,0 : 

• 


• — 
• 


: 2,5+0,7 


: 8,9+2,0 


Cm. npHMe^iaHHe k Tafia. 1. 








TaQji.8. BjuiHHHe coeflimeHHH IV Ha noBeflemie 
b TecTe "OTKpHToe none" (M + mx) . 


MbnneH jihhhh 


C57B1/6 


Hcnojn>3o- 
BaHHbie 


: Bttflbl aKTHBHOCTH 




203H 

(mt/kt) 


:IIepH$epH- :HeHTpaJii>- 
r^iecKafl :Han 


: BepTHKaJm- 
:H£lfl 


:KojuwecTBo: 
:fle$eKaHHH : 


Ofimaa 


KoHTpanB 
n-8 


: 64,1+7,1 :18,9+2,9 


: 10,8+1, 5 


: 0,4+0,2 : 

• • 

• • 


93,8+11,5 


1.0 
n-8 


:62,8+10,6 :26,8+4,9 

• « 

• • 


: 9,3+1,6 

• 


: 0,4+0,2 : 

• • 

• * 


99,3+17,1 


10,0 
n-8 


:52,8+ll,3 : 19,3+4,5 

• • 


: 11, 1+3,7 


: 0,1+0;1 :83,2+19,5 

• • 

• • 



Cm. npHMe^aHHe k Ta6a.l. 
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Ta6ji.9. BjiHHHHe coeanHeHHH IX Ha noBeaeHHe Mbnneii jihhhh Balb/c 
b TecTe "OTKpHToe nojie* 1 (M + m x ) . 



HCIIOJLboO~ 

BaHHbie 

flOBbl 


: BHaU aKTHBHOCTH 


: IlepH$epH- 
: *iecKaH 


: IleHTpani.- : BepTHKam>- 
: Has : Has 


: KojnraecTBo 
: flegieKaiinii 


: OSmafl 


KOHTpOJEb 

n-18 


: 19,4+ 4,1 


* 


: 0,6+0,6 


:19,9+ 4,1 


0,1 
n-8 


: 15,1+ 9,0 




: 0,1+0,1 


:15,1+ 9,0 


1,U 

n-8 


: 39,8+ 7,3' 
: * : 


• 




:39,8+ 7,3 


5,0 
n-8 


: 44,1+10,2: 

: * : 


* m 4 




:44,1+10,2 
* 


10,0 
n-8 


: 35,8+ 5,0: 

: ■* : 


mmm • _ 

• « 

• t 




36,8+5,0 
* 


20,0 
n-8 


: 17,8+ 5,5: 


• 




17,8+5,5 



Cm, npMMeqaHwe k Tafix.l. 



Ta6ji.l0. BjiHHHHe coeflHHeHHH IX Ha noBefleime MHmeH jihhhh C57B1/6 
b TecTe "OTKpHToe nojEe" (M + m x ) . 



MCII0JEb3O-: BHHbl aKTHBHOCTH 

BaHHbie : 



fl03H 

(mt/kt) 


:HepH$epH- 
r^ecKan 


:IfeHTpaJEb- 
: Han 


:BepTHKain>- 
: Han 


: KojowecTBO : OSnjaa 
:ae$eKamni : 


KOHTPOJQ) 

n-8 


: 86, 3+10.7 

• 


: 41, 6+10,0 
• 


: 11, 4+2, 9 


: 2,0+0,8 


: 139, 3+19, 6 


1,0 
n-8 


: 70, 9+26,0 


:26,5+ 4,3 


: 8,1+1,6 


: 1,0+0,7 


: 106,8+ 6,6 


5,0 
n-8 


: 78, 8+14, 5 


: 34, 3+12, 9 

• 


: 10,8+3,2 

• 


: 0,5+0,5 


: 125,0+21, 9 

• 


10,0 
n-8 


: 70, 6+10, 8 

• 


:24,6+ 8,2 

• 
• 


: 11,3+2,9 

• 


: 1,0+0,7 


: 106, 6+18, 5 



Cm. npHMeqaHHe k TafiJi.l. 
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Ta6ji.ll, RrasHHe coejtHHeHHH XII Ha noBeaemie MHrneft jizhkh Balb/c 
b TecTe M oTKpuToe nojie" (M + m x ). 



KcnOJLb30- : BH^H aKTHBHOCTH 



BaHHHe 



(Mr/KT) 


: IIepH$epn- : 
: qecnan : 


HeHTpajib- 
Haa 


:BepTHKaJib~ 
:Hafl 


: KojuraecTBO : OQman 


KOHTPOJIB 

n-42 


: 20,6+ 1,9: 

• • 

• • 


0,3+0.2 


: 0,1+0,1 


: 1,5+0,3 

• 


:21,0+ 2,2 


0,001 
n-10 


: 28,9+ 8,8: 
• • 


A G t A C 

1 , 6+1 , 6 


• 

• 


• _ 


:30,3+ 9,4 


0,01 
n-9 


: 79,8+ 9,3: 
: iwwc : 


2,6+1,4 


: 0.9+0.6 


: 3,1+0,6 
: * 


-.83,2+11,3 


0,05 
n-8 


: 37,1+ 6,7: 




• 
* 


: 2,0+0,8 


:37,1+ 6,7 


0,1 
n-10 


: 70,6+10,6: 


3,1+2,1 


. 


: 2,4+0.7 


: 73,7+12, 7 


0,5 
n-10 


: 77,6+14,2: 
: : 


2,9+1,5 




: 1,6+0,8 

* 


: 80, 5+15, 7 
: *** 


1.0 
n-10 


: 66,3+11.1: 
: ifcJofc : 


0.5+0,3 


• 


: 2,8+0.9 


: 66, 8+11. 4 
: *** 


O,0 

n-10 


: 43,0+ 4,4: 
: vwwc : 


2,3+1,5 




: 0,8+0.5 

• 


:45,3+ 5,9 
: * 


10,0 
n-10 


: 54,8+ 8,3: 
: : 


0.9+0.3 


• _ 
• 

• 

* 


: 2,0+0,7 
• 


:55,7+ 8,6 
: *** 


30,0 
n-8 


: 50,5+ 7,9: 
: *** : 


1,1+0.7 


: 0,1+0,1 


: 1,5+1.4 


:51,7+ 8.7 

• TCXa 


50,0 
n-14 


: 11,0+ 1,6: 






: 1,6+0.5 


:11,0+ 1.6 
: *** 



Cm. npHMe^aime k TaSji.l. 
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Tata. 12. BjiHHHue coeanHeHHfl XII Ha noBeaeHHe Mbnnew jlhhhh C57B1/6 
b TecTe "OTKptiToe nojie" (M + m x ). 



JicnOJlbSO-: BH£H aKTHBHOCTH 

BaHHHe : 

Bobh :IIepH$epH-: HeHTpaEb-: BepTMKajEb-:KojiiraecTBo: OGman 
(mt/kt) r^ecKan : Han : Han :fle$eKamra : 



KOHTpOJlb 

n-17 


* • 

: 85, 1+4,3 : 


• 

23,6+ 4,8: 


18,8+2,6 


: 2,0+0,8 


: 127, 5+11,7 


0,1 
n-8 


: 92,9+5,4 : 


18,3+ 1,9: 

• 


12,5+1,1 


: 1,3+0,3 


:123,6+ 8,4 

• 


1,0 
n-8 


: 86, 6+4, 3 : 


20,4+ 2,3: 


16.5+1,8 


: 0,5+0,5 


:123,5+ 8,4 


10,0 
n-8 


:86,6+10,9: 

• • 


36,0+ 4,9: 

• 


17,6+3,2 


: 0,6+0,6 


: 140,2+19,0 


20,0 
n-8 


:86,4+ 4,0: 

• • 

• • 


23,4+ 4,9: 

• 
• 


17,4+2,7 


: 1.8+0.6 

• 
• 


: 127,2+11,6 

• 
♦ 


30,0 
n-8 


:53,0+ 5,7: 


26,3+10,2: 

• 
• 


8,3+1,6 
** 


: 0.1+0.1 
: * 


: 87,9+17,5 
* 


50,0 
n-8 


:67,1+11,9: 


13,9+5,3 : 

* 


9,1+2,6 
* 


: 0.5+0,3 


: 90,1+19,8 



Cm. npHMeqanne k TaQji.l. 
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Ta6ji.l3. RffHflHHe coe^HHeHHH XIII Ha noBeaeHne Mumen jihhhh Balb/c 
b TecTe M oTKpbiToe nojie M (M + m x ) . 



Mcnojn>30-: Buflu aKTHBHocra 

BaHHue : 

A03U : HepH$epH-: IIeHTpajrb-:BepTHKajii>-:KojiiraecTBO: OSman 
(mt/kt) : qecKan : Han :Haa :ae$eKaiWH : 



KOHTPOJH) 

n-10 


• 
• 


20,8+ 5,2: 

• 
• 


2,1+1,6 : 

* 


: 1,6+1,0 

• 
• 


:22,9+ 6,8 


0,5 
n-10 




32,0+ 5,7: 


4,3+4,1 : 


: 2,9+0,6 

• 


:36,3+ 9,8 


1.0 
n-10 


• 


80,0+11,2: 
** : 


0,8+0,5 : 

• 


: 1,0+0,5 


: 80,8+11,7 


5,0 
n-10 


• 


69,0+13,2: 
** : 


• — 


: 1,6+0,7 


: 69,0+13,2 

• -i— i- 


50,0 
n-10 


• 


27,7+ 6,2: 

• 
• 


0,7+0,5 : 

• 


• 


:28,4+ 6,7 

* 
• 


Cm. npHMeyamie k Tafo.l. 






TaOJi.14. 


BjmffHHe coejHHeHHH XIII Ha noBeaeHHe Mbnneii jihhhh 
C57B1/6 b TecTe "OTKptJToe none" (M + m x ). 


Kcnoj[i>30- : 
BaHHhie . : 




BHflbl aKTHBHOCTH 




(MT/KT) 


• 


IIepH$epHuecKaa: IJeHTpanLHafl: 


BepTHKanLHan: 


OGmaa 


KOHTpOJEb 

n-8 




79,8+9,9 


: 33,3+6,3 : 

• • 

• « 


16,3+2,6 : 

• 


129,4+18,8 


1,0 
n-8 


• 


79,6+5,3 


: 37,6+7,9 : 


14,8+2,7 : 

• 


132,0+15,9 


10,0 
n-8 


# 


84,1+9,9 


: 22,4+3,5 : 

• • 


12,9+3,5 : 

• 


119,4+16,4 


50,0 
n-8 


• 
• 


63,3+8,4 


: 20,0+5,3 : 

• • 


11,8+3,0 : 


95,1+16,7 



Cm. npHMe^aHHe k TaOx.l. 
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Ta6ji.l5. BjiHHHHe coeflHHeHHH XIV Ha noBeaeHHe MHmeii jihhhh Balb/c 
b TecTe "OTKpbiTOG nojie" (M + m x ). 



Hcnojii3o- 



BMflbl aKTHBHOCTH 



fl03U : nepn$epH-: IfeHTpaJii>- : 
(mt/kt) : ^ecKan : Has : 


BepTHKaJib- :KoJiiraecTBO: 
Han : ae$eKaiiHH : 


OOman 


KoHTpoJEb : 20,0+2,7 : 0,7+0,4 : 
n-23 : : : 


0,2+0,1 : 1,5+0,3 ; 


.20,9+ 3,2 


0,1 : 27,0+ 6,3: 1,1+0,7 : 
n-14 : * : : 


0,1+0,1 : 1,3+0,5 : 


.28,2+ 7,1 


0,5 : 44,4+ 9,2: 4,7+2,7 : 
n-14 : * : : 


: 0,3+0,3 : 1,0+0,4 ■ 


•49,4+10,7 


1,0 : 38,7+ 4,8: 0,9+0,8 : 
n=14 : ** : 


: 0,1+0,1 : 2,9+0,7 ; 
• 


:39,7+ 5,7 


5,0 : 58,7+ 7,2: 2,8+1,8 : 
n-6 : *** : 


: - : 0,7+0,7 : 


:61,3+ 9,0 

i i « 
AAA 


10,0 : 67,8+11,1: 
n-6 : *** : 


: - : 2,0+0,9 : 

• 


: 67,8+11,1 


20,0 : 17,3+ 8,0: 3,4+3,4 
n-8 : : 


: 0,1+0,1 : 0,1+0,1 : 


:20,8+ 9,6 



Cm* npHMeTiaime k TafiJL.l. 

Ta6ji.l6. BjiMflHHe coe^HHeHHa XIV Ha noBeflemie Mbnnew jihhhh C57B1/6 
B-TecTe M oTKpHToe nojie 41 (M + m x ). 



Kcnojn>30BaH-: 



BMflbl aKTHBHOCTH 



(mt/kt) 


: IIepH$epH- 
: c Kan 


: HeHTpajib- 
: Han 


: BepTHKaJii.- 
: Has 


: 06maa 


KOHTpOilb 

n-8 


: 72,1+ 9,0 

a 

* 


: 30,5+7,2 


: 13,5+2,3 


: 116,1+18,5 


0,5 
n-8 


: 78,4+ 9,8 

« 


: 24,8+4,6 


: 11,0+2,9 


: 114,2+17,3 


5,0 
n-8 


: 69,5+11,3 


: 37,1+4,7 


: 12,5+2,1 


: 119,1+18,1 


10,0 
n-8 


: 79,0+ 6,8 

• 


: 35,1+5,0 


: 15,3+3,2 


: 129,4+15,0 



Cm. npMMe^iaHHe k Taftn.l. 



JIHCT KJcLMCH M3bflTOrO 
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' -27/12. 

Ta6Ji.l7. BjiMAHHe coeaHHeroia XV Ha noBeaeHHe MumeH Balb/c 
b TecTe oTKpuToe noae" (M + m x ) - 



McnoJii30-: 
BaHHtie : 


BHflM aKTHBHOCTH 




R03U 

(mt/kt) 


:IIepH$epH-: 
: ^ecKaa : 


IleHTpajiL- : BepTHKajn>- 
Han :Haa 


• 
• 


KojuwecTBo: 06m,aH 


KOHTpOJIb 

n-11 


:17,6+ 2,7: 

• « 


1,9+1,5 : . - 


• 


1,8+0,9 


:19,5+ 4,2 


0,5 
n-10 


:32,1+ 4,7: 

• • 


0,5+0,4 : 
• 




1,6+0,7 


:32,6+ 5,0 
: * 


1,0 
n-10 


:37,7+ 5,5: 
: tWc : 


5,1+4,4 : 

• 
« 


• 

• 
• 


2,0+0,9 


:42,8+ 9,9 
: ** 


5,0 
n-10 


:39,1+ 8,6: 
: * : 




• 
• 


3,6+0,9 


:39,1+ 8,6 
: * 


75,0 
n-6 


: 8,8+ 2,9: 
: * : 




• 


2,7+1,3 


: 8,8+ 2,9 
: * 


100,0 
n-6 


: 6,5+ 3,1: 
: * : 


• 

• 


■ 




: 6,5+ 3,1 
: * 


KoHTpojm 
n-8 


:13,8+ 5,4: 

■ • 
• • 




• 


2,0+0,8 


:13,8+ 5,4 


0,01 
n-8 


: 6,9+ 1,8: 

• • 




• 


0,5+0,5 


: 6,9+ 1,8 


0,1 
n-8 


:11,1+ 2,1: 

• • 






1,0+0,7 


:11,2+ 2,1 


10,0 
n-8 


:44, 9+13,0: 

» -X. • 

• • 


0,6+0,5 : 0,4+0,3 

» 


• 




: 45, 9+13, 8 
: * 



Cm. npuMe^ainie k TaGa.l. 



JIHCT B3AM6H H3bflTOrO 



WO 95/34304 PCT/RU95/0008S 

27/13- 

Ta6ji.l8. BjiHHHHe coeanHeHHH XV Ha noBeseirae MbimeH jihhmm C57B1/6 
b TecTe "oTKpuToe nojie" (M + m x ) . 



McnojEL30BaH- : 
Hue j[03bi : 




BMflU aKTHBHOCTM 




(mt/kt) : 


IIepH$epH- 


: IIeHTpajn>- 
: Han 


: BepTHKajEb- 
: Haa 


: 06maa 


KOHTpOJEb : 
n-8 : 


69,9+ 4,5 


: 33,6+6,2 
• 


: 12,3+0,9 


: 115,8+11,6 

• 


1,0 : 
n— a : 


87,8+ 6,7 


: 39,0+6,9 

• 


: 11,4+2,5 

• 
• 


: 138,2+16,1 

» 


5,0 : 
n-8 : 


87,8+14,6 


: 36,4+5,7 


: 14,9+2,3 

• 


: 139,1+22,6 

• 


50,0 : 
n-8 : 


54,1+10,7 


: 35,0+8,1 

« 


: 6,3+1,6 


: 95,4+20,4 



Cm. npHMe^aHHe k Ta6a. 1. 



jihct B3aMeH M3bflToro 
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-27/14 

Ta6ji.l9. RnMHHHe coeflHHeHHii IV, XII, XIV h XV Ha noBefleHHe kphc 
b TecTe "KOH$JlHKTHOH CHTyaUKH" (M + m x ) . 



CoeflMHeHna 



XII : IV : XV : XIV 



Mcnoju>30BaH- 

HHe fl03fel 

(mt/kt) 



KOHTpOJIb 



1.0 



5.0 



10.0 



20.0 



8.3 + 1.5 
n-12 



15.3 + 3.4 
n=8 



19.0 + 2.5 
n-11 



15.4 + 2.5 
n=ll 
■* 



28.0 + 5.8 
n=12 



14.5 + 3.0 
n-13 



29.7 + 5.3 
n=6 



31.0 + 5.6 
n-6 



35.8 + 7.8 
n-6 



62.3 +19.5 
n=6 



14.5 + 3.0 
n-13 



59.1 +16.7 
n=8 



35.3 + 5.5 
n-8 



38.0 + 9.4 
n-5 



73.9 +24.1 
n=10 



14.5 +3.0 
n-13 



31.6 + 7.6 
n-8 



32.9 + 5.8 
n=10 



36.0 + 9.4 
n=10 



42.3 +10.8 
n=12 



Cm. npHMeqaHHe k TlSji. 1. 



HHCT KXLMeH H3bflTOro 
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Ta6Ji.20. RnHHHHe coejiHHeHHH IV, XII, XIV h XV Ha BpeMH yaepjKHBa- 
hhh MbnneH Ha BpamarameMCH depjKHe (b ceKyHflax) (M + m x ) . 



McnoJii>30BaH- 
Htie noau 
(mt/kt) 



CoeaHHeHHH 

XII : IV : XV : XIV 



KOHTPOJIL 



120.0 + 0 
n-16 



120 + 0 
n-8 



120 + 0 
n-8 



120 + 0 
n-8 



0.01 



120.0 + 0 
n-12 



0.1 


: 120.0 + 0 




120 + 0 


: 120+0 


: 120+0 




: n-12 




n-8 


n-8 


: n-8 


1.0 


: 120.0 + 0 


* 


120 + 0 


. : 120+0 


: 120+0 




: n-12 




n-8 


: n-8 


: n-8 


5.0 


: 120.0 + 0 




120 + 0 


: 120+0 


: 120 + 0 ' 




: n-12 


• 
• 


n-8 


: n-8 


: n-8 


10.0 


: 120.0 + 0 




120 + 0 


: 120+0 


: 120+0 




n-12 




n-8 


: n-8 


: n-8 


20.0 


: 118.8 + 1. 


6 : 


120 + 0 


: 120+0 


: 120 + 0 




: n-12 


• 


n-8 


: n-8 


: n-8 


50.0 


: 111.3 + 7. 


5 : 




« _ 






: n-12 


• 




• 


• 



Cm. npHMe^aroie k Ta6ji. 1. 



JIHCT B3cLMeH H3bflTOrO 



WO 95/34304 PCT/RU95/00085 

£7/16 

Ta6Ji.21. BJiHHHHe coeflMHeHHii IV, XII, XIV h XV Ha JiaTeHTHUH nepn- 
oa aactinaHHH (b MHHyTax) y Mbnneii nocoie BBeseHHH THoneH- 
Tajia HaTpHH (M + m x ). 

McnojibaoBaH- : CoeaHHeHHH 

HMe fl03U : 

(mt/kt) : XII : IV : XV : XIV 



KOHTpOJEb 



1.89 + 0.19 
n-18 



2.4 + 0.2 
n-8 



2.6 + 0.3 
n=8 



2.6 + 0.4 
n=8 



0.01 : 1.86 + 0.27 : 

: n-8 : 



0.1 : 1.94 + 0.18 : 

: n-8 : 



0.5 : - : 3.0 + 0.3 : 2.5 + 0.2 : 2.5 + 0.5 

: : n-8 : n-8 : n-8 



1.0 



2.78 + 0.17 
n-9 



2.7 + 0.3 
n-8 



2.8 + 0.2 
n-8 



2.5 + 0.2 
n-8 



5.0 : 2.21 + 0.17 : 2.8 + 0.3 : 2.3 + 0.2 : 2.2 + 0.2 

: n-9 : n-8 : n=8 : n°7 



10.0 : 2.28 + 0.24 : 2.5 + 0.1 : 2.8 + 0,3 : 2.9 + 0.4 

: n-9 : n-8 : n-8 : n-6 



Cm. npHMe^iaHHe k Tafia. 1. 



JIHCT B3EMeH H3bflTOrO 
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Ta6Ji.22. BJiHHHHe coeaHHeHHii IV, XII, XIV h XV Ha npojiojBKMTejii>- 
hoctl CHa (b MHHyTax) y Mbnneii noane BBeaemiH THoneHTa- 
Jia HaTpwa (M + mx) . 



Mcnojib30BaH- 

Htie fl03H 

(mt/kt) 



CoeaHHeHHfl 



XII 



IV 



XV 



XIV 



KOHTPOJQ) 



102.9+14.9 
n=18 



67.7+15.7 
n=8 



76.0+14.6 
n-8 



119.5+17.4 
n=8 



0.01 



76.4+16.7 
n-8 



0.1 



54.5+ 9.9 
n-8 



0.5 



: 42.8+13.5 : 78.4+18.2 : 91.0+17.8 
n-8 : n-8 : n-8 



1.0 



67.9+ 4.3 
n-9 



32.5+ 7.9 
n-8 



70.5+13.7 
n-8 



69.8+15.8 
n-8 



5.0 



71.7+14.6 : 50.7+11.0 : 56.8+19.1 : 86.4+13.9 
n-9 : n-8 : n-8 : n-7 



10.0 



92.4+ 9.9 
n-9 



45.1+10.6 
n-8 



74.7+18.7 
n-8 



70.6+ 9.0 
n-6 



Cm. npMMeqaHHe k Ta&n.l. 



JIMCT B3EM6H M3bflTOrO 
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TaOJiHUa 31. 

BJBMHue coemffleHMH IX, XX h GoHHeKopa Ha qHCJio cny- 
naea boskhkhobshhh $h6phjuihukk xejiyflonKOB k onacHbK 

flM JKH3HK apHTMHfi IIpH 7-MKHyTHOH OKKJD03HM H HOCSe- 

ayroiDpK penep$ysHH KopoHapHOH apTepKH 
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~ P<0,1; * p<0,05; ** p<0,01 - no oraomeHKo k kohtpojdo 
m - $H6pioramiH JKejiyaotiKOB 

CQSA - onacHbie flJffi XH3HH apHTMHH (M + napaKCH3Majn>Hue 
xejiyflo^iKOBue TaxHKapflHH) 
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$0PMYJ1A M30EPETEHHH 
1. IlpoH3Bojmbie 2-MepKanT06eH3HMHfla30Jia oSuieii $opMyjiH: 

5" 



10 




S(CH2)nRi 



rae n=0,2, 3; R - aTOM Boaopoaa, apajiKHjm; R 1 - HH3iinie 

aJIKHJIH, aJIKeHHJM. flHaJIKHJiaMHHO. OCTaTOK MOHomnaMHecKoro 
HaCHlUeHHOrO aMHHa. KOTOpblH M03K6T COflepataTb JlOnOJIHHTejIbHtlH 

15 reTepoaTOMi R 2 h R 3 - oaaHaKOBbie hjih pa3JiHHHbie h 03Ha*iaK)T 

aTOMU BOflOpOfla, HH3UIHe aJIKHJIH, aJlKOKCHJIH B pa3JIHHHHX nojio- 

xceHHJJX h hx C&apMaueBTHHecKH npHeMjieMfcie cojih, o6jiaflaioii{He ce- 

JieKTHBEOH aHKCHOJIHTHHeCKOfi. CejiaTHBHOH. npOTHBOHUieMHHeCKOH 
H aHTHapHTM'!HeCKOH aKTHBHOCTbK). 

20 2. Coe^HHeHHe no n. 1. rne n=0. R=H. R^CHgCH^Hs. 
R 2 =5-C 2 H 5 0, R 3 =H- 

3. CoejmHeHHe no n.l. rae n=2. R=H, R^NCC^s)^ 
R 2 =5-CH 3 0. R 3 =H. 

4. Coe^HHemie no n.l. rae n=2. R=H. R 1 =N(CH 3 ) 2 . 
25 R 2 =5-C 2 H 5 0, R 3 =H. 

5. CoeflHHeHHe no n.l. me n=2, R=H. R1=N(C 2 H 5 ) 2 .. 
R 2 =5-C 2 H 5 0. R 3 =H. 

6. Coe^HeHHe no 'n.l, rjie n=2. R=H. R*=N 0. 
R 2 =5-C 2 H 5 0. R 3 =H. ' ' 

30 7. CoeflHHenne no n.l. rae n=2, R=H, R J =lP). R 2 =5-CH 3 , 

R 3 =6-CH 3 . 

8. CoeflHHeHHe no n.l. rae n=2. R=H, R^lTj). R 2 =5-CH 3 . 
R 3 =6-CH 3 . 

9. Coe^HHeHHe no n.l, rae n=3, R=H, R 1 =N(CH 3 ) 2 . 
35 R 2 =5-CH 3 . R 3 =6-CH 3 . ^ 

10. CoeflHHemie no n.l, rae n=3, R=H, R 1= N N-CH 3 . 
R 2 =5-CH 3 . R 3 =6-CH 3 . ^ 

11. CoeflHHeHHe no n. 1, rae n=2. R=CH 2 C 6 H 5 . • 
R^NCC^)^ R 2 =H, R 3 =H. 
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12. CoeflHHeHHe no n.l. rjie n=2. R=CH 2 CH 2 C 6 H S . 
R*-M(GH 3 )j. R 2 =H, R 3 =H. 

13. $apMaueBTHHecKHe K0Mii03imnH. coflepacamne b Kanecr- 
Be aKTHBHoro HHrpaaneHTa TepaneBTHHecKH a^OeicTHBHoe kojih- 

5 necTBO coexuiHeHHfl no n.l. 
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B. OEJIACTW [IOKCKA: 
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SjieKTpoHHaa 6asa AaHHUX, ucnojiBsoBaBiaaaca npw noucKe 
Hue 6asu u, ecjiK bo3Moxho, noHCKOBue TepMHHii): 



( Ha3Ba- 



C. flOKYMEHTU, CTHTAIOIHWECH: PEJIEBAHTHLIMM 



Kaxero- 
PHA *) 



Ccujikh Ha AOKyweHTU c yKasaHneM, r^e sto 
bosmohho , peJieBaHTHUX "HacTeu 
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LXJ aaHu b npo ao Jiae huh rpa^u C ' — » rax yua3a.HU b npHJioaeHHH 



AaHHue o naTeHTax-aHajio- 



* OCODUe KaTeropHH CCUJIOHHUX 
AOKYH6HTOB Z 

"A" -AOKyMeHT, onpeABJiaiomHH oo- 

mHH ypOBCHb TSXHUKU . 

"E" -Sojiee paHHuu AOKyMeHT, ho 
ony6jiHKOBaHHbiH Ha Raszy 
MexAynapOAHOH noAauu hjih 
nocjie Hee. 

"0" -AOKyMeHT, OTHOCHTUHHCR K 

yCTHOMy paCKpUTHKJ, SKcno- 
HUpOBaHHKf H T . A« 

"P" -AOKyMeHT, ony6iiHKOBaHHUw ao 
AaTU Me KAy h apo ah o h noAanu, 
ho nocjie AaTU HcnpauiHB ae- 
Moro npuopuTeTa, 



•T"-6ojiee ho3AHhk AOKyMeHT, 
onyojiHKOBaHHKH nocjie 
Aa-ru npHopHTeTa h ixph- 
BeAeHHUH AJia noHHMaHHH 

H306peT6HHH - 

'X" -AoicyMeHT, HMeionwu Hau- 
oojiee 6jiH3Koe oTHomeHHe 
k npeAMeTy noucKa, no- 

pOMamilM HOBHSHy H H306- 

peTaTejifcCKHH ypoBeHb. 
' Y" —AOKyMeHT , nopo^amww uao 
opeTaTeJiBCKuft yposeHb b 

COHeTaHHH C OAHHM HJIH 
HeCKOJlbKHMH A° RyM6HTaMH 

tou Ee KaTeropHH. 
-AOKyMeHT , aBJianimuHca 
naTeHTOM-aHauioroM . 
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